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89:98;<9:9=>?!
!
Tout d’abord, je tiens à remercier les membres de mon jury/!E(,,<!F$22$'($+/!E($,8#-$,G5%&!
#5,)(,($+/!H$-I!J$25'/!6,,(!K5&L$2%,/!M1N%&!E5&%(,!()!O(,5%)!P$&Q+%(-!;5+-!$*5%-!$II(;)1!
d’évaluer mon travail de thèse.!
!
E(! &5+>$%)(! -(L(-I%(-! )5+)!;$-)%I+2%R-(L(,)!L$!'%-(I)-%I(!'(! )>R&(/! 925'%(! 7(N+-$!qui m’a 
'5,,1!2(&!L5<(,&!'(!-1+&&%-!L$!)>R&(S!E(!)(!&+%&!)-R&!-(I5,,$%&&$,)(!;5+-!)5+)(&!2(&!I>5&(&!
que tu m’as (,&(%N,1(&/!;5+-!)(&!I5,&(%2&/!)$!;$)%(,I(/!)5,!&5+)%(,!()!)(&!(,I5+-$N(L(,)&!
'+-$,)!I())(!)>R&(S!H(-I%!;5+-!)5+)!T!U$!$!1)1!+,!-1(2!;2$%&%-!'(!)-$*$%22(-!$*(I!)5%S!
!
E(! )%(,&! 1N$2(L(,)! V! -(L(-I%(-! L5,! (,I$'-$,)! '(! 7$,5W%/! O(,5%)! P$&Q+%(-! ;5+-! m’avoir 
$II(+%22%(!$+!&(%,!'(!&5,!1Q+%;(!et de m’avoir fait '1I5+*-%-!le monde de l’entreprise. Tu as 
toujours été présent et d’un grand soutien durant cette thèse. J’ai été honoré d’avoir! ;+!
)-$*$%22(-!$*(I!)5%S!
!
E(! -(L(-I%(! I>$2(+-(+&(L(,)!7(X$&)%$,!6L%N5-(,$/! ;5+-!m’avoir $II(+%22%(!$+! &(%,!'(! &5,!
1Q+%;(S!H(-I%!;5+-!)5,!&5+)%(,!()!)(&!I5,&(%2&!)5+)!$+!25,N!'(!I())(!)>R&(S!!
!
Y,! N-$,'!L(-I%! V! 452%,(/! 7$-$,)%&/!H%I>$(2/! Z%,$/! O$[>5&! ()! Z%I52$&! '+! P\4! \WW%I(S! Z5+&!
$*5,&! ;$&&1! '(! X5,&! L5L(,)&! (,&(LX2(/! V! '%&I+)(-/! V! -%-(! ()IS! F5+&! .)(&! '(! X(22(&!
;(-&5,,(&/!&+-)5+)!,(!I>$,N(]!;$&S!
!
Y,(!&;1I%$2(!'1'%I$I(!V!H$)>%2'(!Q+%!(&)!+,(!$L%(!W5-L%'$X2(S!H(-I%!;5+-!2(&!W5+&!-%-(&/!2(&!
soirées d’impro/!2(&!-(I())(&!'(!I+%&%,(!()!2(&!&5-)%(&S!!
!
^!_$+-(,I(/!`(!)%(,&!V!)(!-(L(-I%(-!;5+-!)$!N(,)%22(&&(/!)$!X5,,(!>+L(+-/!)5,!&5+)%(,!()!)(&!
I5,&(%2&!'+-$,)!I())(!!)>R&(S!!
!
E(! -(L(-I%(! 1N$2(L(,)! toutes les personnes de l’Unité U932 pour les discussi5,&/! *5&!
I5,&(%2&!()!*5)-(! `5%(!'(!*%*-(S!H(-I%!V!)5+&! les chefs d’équipes pour *5)-(!&5+)%(,!()!;5+-!
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,5+&!;5+&&(-!V!'5,,(-!2(!L(%22(+-!'(!,5+&8L.L(&S!7+-)5+)!V!Z%I52$&!H$,(2!()!92%$,(!P%$NN%5!
d’avoir accepter d’être mes référents pour mon comité de thèse et qui m’ont beaucoup 
$;;-%&S!
!
Merci à toute l’équipe '(!7$,5W%/!J5-5)>1(/!9*(/!922(,/!7$,'-%,(/!4>$-25))(/!752$,$/!9-a$,!()!
Fanny. J’ai passé 3 belles années avec vous.!
!
E(! )%(,&! V! -(L(-I%(-! )5+)(! L$! W$L%22(/! L(&! I>(-&! ,(*(+:! ()! ,%RI(&! $%,&%! Q+(! L(&! $L%&/!
4>$-25))(/! 62%I(/! 6&)-%'! ()! )5+)(! 2$! X$,'(! '(! H(2$<S! Vous m’avez toujours soutenue et 
(,I5+-$N1!()!I(/!'R&!2(!'1X+)!'(!L(&!1)+'(&S!!
!
Y,!N-$,'!L(-I%! V!L5,!I>(-!L$-%/!62(:%&/!;5+-! &$!;$)%(,I(!()! &(&! (,I5+-$N(L(,)&! )5+)! $+!
25,N!'(!L(&!1)+'(&!()!'+-$,)!2$!)>R&(!T!
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>@A"9!B9?!:@><C89?!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!$!
"<?>9!B9?!@A8DE<@><F=?!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!%!
"<?>9!B9?!G<HI89?!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&'!
8D?I:D!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&(!
@A?>8@;>!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&#!
)*+,-./0+)-*!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&1!
J/*,+#!<!: Les différentes voies de présentation de l’antigène!"""""""""""""""""""""""""""""""""!&$!
@K! J*7$#),/,+1)!$'*!;:L!(#!%&/$$#!<<!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&2!
AK! J*7$#),/,+1)!%&/$$+-'#!$'*!;:L!(#!%&/$$#!<""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&2!
;K! "/!%*1$$46*7$#),/,+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&2!
J/*,+#!<<!M!"/!%*1$$46*7$#),/,+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&3!
@K! B7%1'3#*,#!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&3!
AK! "/!31+#!%5,1$1&+-'#!3#*$'$!3/%'1&/+*#!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&3!
;K! :7%/)+$0#$!+),*/%#&&'&/+*#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!(#!
NK! 87O'&/,+1)!('!6L!#,!(#!&/!(7O*/(/,+1)!(/)$!&#!%106/*,+0#),!#)(1$10/&!""""""""""""""""""""""""""""""!(#!
PK! L’export des antigènes vers le cytosol!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!(2!
QK! B7O*/(/,+1)!(#$!/),+OR)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#(!
bS@S! J$,&!2$!*5%(!I<)5&52%Q+(!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#$!
bScS! J$,&!2$!*5%(!*$I+52$%-("""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#$!
SK! ;2/*O#0#),!/'T!01&7%'&#$!('!;:L!(#!%&/$$#!<"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!##!
4.1.! H1I$,%&L(!N1,1-$2!'(!I>$-N(L(,)!$+:!4HK!d!?;-1&(,)$)%5,!'%-(I)(D!"""""""""""""""""""""""""""""""""""!##!
4.2.! e-$,&;5-)!'(&!;(;)%'(&!;5+-!2$!I-5&&8;-1&(,)$)%5,!f!-1)%I+2+L!(,'5;2$&L%Q+(!*(-&+&!
;>$N5&5L(&!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#%!
4.3.! e-$WW%I!'(&!L521I+2(&!4HK8d!*(-&!2(&!(,'5&5L(&!;5+-!2$!I-5&&8;-1&(,)$)%5,"""""""""""""""""""""""!#&!
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BK! 87O'&/,+1)!(#!&/!%*1$$46*7$#),/,+1)!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#%!
!!!!NK!87O'&/,+1)!61$+,+3#!(#!&/!%*1$$46*7$#),/,+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!#%!
!!!!PK!87O'&/,+1)!)7O/,+3#!(#!&/!%*1$$46*7$#),/,+1)!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!1&!
J/*,+#!<<<!M!;#&&'&#$!057&1U(#$!01)1)'%&7/+*#$!2'0/+)#$!"""""""""""""""""""""""""""""""""""""""""!1#!
@K! :1)1%5,#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!1#!
AK! :/%*162/O#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!12!
NK! "#$!0/%*162/O#$!(7*+37$!(#$!6*7%'*$#'*$!#0V*51))/+*#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""!12!
PK! <06/%,!(#$!./%,#'*$!#)3+*1))#0#),/'T!$'*!&/!(+..7*#)%+/,+1)!(#$!0/%*162/O#$!""""""""""""""""""!14!
QK! "#$!0/%*162/O#$!(7*+37$!(#$!01)1%5,#$!W014:/%X!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!13!
SK! Fonctions des macrophages dans la présentation d’antigène!""""""""""""""""""""""""""""""""""""""""""""""""""""!13!
;K! "#$!%#&&'&#$!(#)(*+,+-'#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!1%!
NK! B7.+)+,+1)!(#$!%#&&'&#$!(#)(*+,+-'#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!1%!
PK! B+3#*$+,7!(#$!%#&&'&#$!(#)(*+,+-'#$"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!1%!
QK! F),1O7)+#!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!$1!
SK! ?67%+/&+$/,+1)!.1)%,+1))#&&#!61'*!&/!%*1$$46*7$#),/,+1)!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!$2!
CS@S! _(&!J4!I5,*(,)%5,,(22(&!()!2$!I-5&&8;-1&(,)$)%5,!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!%'!
CScS! _(&!;J4!()!2$!I-5&&8;-1&(,)$)%5,!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!%(!
CSbS! _(&!L58J4!()!2$!I-5&&8;-1&(,)$)%5,!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!%)!
J/*,+#!<E!M!"#$!%#&&'&#$!(#)(*+,+-'#$!(7*+37#$!(#$!01)1cytes chez l’homme!"!2&!
@K! B7.+)+,+1)!(#$!014B;!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!2&!
AK! <(#),+.+%/,+1)!(#$!014B;!+).&/00/,1+*#$!2'0/+)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!2&!
;K! ;/*/%,7*+$,+-'#$!(#$!014B;!2'0/+)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!2(!
BK! F),1O7)+#!(#$!014B;!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!21!
9K! ?&/)4B;!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!22!
GK! B+$,*+V',+1)!(#$!014B;!2'0/+)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!22!
NK! "#$!014B;!(/)$!&#$!0'-'#'$#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!22!
PK! "#$!014DC humaines et  l’environnement tumoral!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!24!
QK! "#$!014B;!2'0/+)#$!(/)$!&#!$/)O!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!23!
SK! J*16*+7,7$!.1)%,+1))#&&#$!(#$!014B;!2'0/+)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!2%!
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FAY9;><G?!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!4&!
,56/7+8+6!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!4(!
,56/7+8+6!6/9975:;*+8),;6!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&'4!
8"! Test d’inhibition du protéasome!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&'3!
NK! FVZ#%,+.$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&'3!
PK! :7,21(#!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&'3!
QK! 87$'&,/,""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&'3!
SK! ;1)%&'$+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&'%!
<"! Test d’inhibition des cathepsines!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&&'!
NK! FVZ#%,+.$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&'!
PK! :7,21(#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&'!
QK! 87$'&,/,""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&'!
SK! ;1)%&'$+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&(!
0"! 0=>=?@AB!CDE!FGH.0!DA!CDE!FGH:=?!I!>JBEDKADJ!ELJ!FGMB?LMDE!CL!0:N!))"!""""!&&(!
NK! FVZ#%,+.!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&(!
PK! :/,7*+#&!#,!07,21(#!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&(!
QK! 87$'&,/,""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&#!
SK! ;1)%&'$+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&$!
."! )KCL?A@GK!CD!+JDO!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&&$!
NK! FVZ#%,+.!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&$!
PK! :/,7*+#&!#,!07,21(#!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&$!
QK! 87$'&,/,$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&$!
SK! ;1)%&'$+1)!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&2!
.)60/66)-*!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&&3!
8"! "#$!&+0+,#$!#T67*+0#),/&#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&&3!
NK! E/*+/V+&+,7!(#$!7%2/),+&&1)$!2'0/+)$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&3!
PK! 8/*#,7!#,!.*/O+&+,7!(#$!@J;!2'0/+)#$!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&%!
<"! B+$%'$$+1)!#,!6#*$6#%,+3#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&&%!
NK! "/!%*1$$46*7$#),/,+1)!6/*!&/!31+#!3/%'1&/+*#!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&&%!
PK! :7%/)+$0#$!01&7%'&/+*#$!(#!&/!31+#!3/%'1&/+*#!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&(&!
QK! "/!%*1$$46*7$#),/,+1)!6/*!&#$!0/%*162/O#$!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""&((!
 8 
SK! <)('%,+1)!(#!&/!*761)$#!>!;B[!%5,1,1T+-'#!6/*!&#$!014B;!"""""""""""""""""""""""""""""""""""""""""""""""""""""""&(#!
0"! "/!%*1$$46*7$#),/,+1)!#,!&#!%/)%#*!"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&($!
."! <00')1,27*/6+#!%1),*#!&#!%/)%#*!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&(3!
<)<7)-P,89N);!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&#&!
8**;Q;6!""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""!&4(!
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"<?>9!B9?!@A8DE<@><F=?!
@>J!M!6'1,5&%,(!)-%;>5&;>$)(!
A:B;!f!O5,(8L$--5a!'(-%*('!J4!
;:L!M!45L;2(:(!L$`(+-!
d’histocompatibilité!
;BJ!f!P-1I+-&(+-!I5LL+,!'(&!J4!
;"!M!I5-;&!2%;%'%Q+(!
;J@!M!4(22+2(&!;-1&(,)$)-%I(&!
;:J!f!P-1I+-&(+-!L<125g'(!I5LL+,!
;>"!f!4(22+2(&!e!4Jh!I<)5)5:%Q+(!
d’antigène!
%B;!f!J4!I5,*(,)%5,,(22(&!
B;!M!4(22+2(!'(,'-%)%Q+(!
98@B!f!9,'5;2$&L%I8-()%I+2+L8$&&5I%$)('!
;-5)(%,!'(N-$'$)%5,!
98@J!M!9,'5;2$&L%I!-()%I+2+L!
$L%,5;(;)%'$&(!!
G&,Q!f!#H782%[(!)<-5&%,(![%,$&(!b!
G>!M!#$I)(+-!'(!)-$,&I-%;)%5,!
G89>!f!#2+5-(&I(,I(!-(&5,$,I(!(,(-N<!
)-$,&W(-!
H:4;?G!M!i-$,+25I<)(8L$I-5;>$N(!
I525,<8&)%L+2$)%,N!W$I)5-!
H<">!M!i$LL$8d,)(-W(-5,8%,'+I%X2(!
_<&5&5L$2!e>%52-('+I)$&(!
L?J\]!f!P-5)1%,(!'(!I>5I!)>(-L%Q+(!AB!!
L?;!f!4(22+2(&!&5+I>(&!>1L$)5;5g1)%Q+(&!
<;!f!45L;2(:(!%LL+,!
<G=!M!d,)(-W1-5,!
<H>J!f!?d#Z8%,'+I%X2(!9M8-(&%'(,)!ieP$&(!
<"!M!d,)(-2(+[%,(!
";!M!4(22+2(!'(!_$,N(->$,&!
">!f!_<L;>5I<)(&!e!!
"A!M!_<L;>5I<)(!O!
014B;!M!J4!'1-%*1(&!'(&!L5,5I<)(&!
014:/%!M!H$I-5;>$N(&!'1-%*1(&!'(&!
L5,5I<)(&!
:J?!M!4(22+2(&!L<125g'(&!L5,5,+I21(&!
;>$N5I<)$%-(&!!
:"J!M!P-1I+-&(+-!2<L;>5g'(!L+2)%;5)(,)!
:8!M!H$,,5&(!M1I(;)5-!
=F^P!M!Z6JPK!5:<'$&(!c!!
FE@!M!\*$2X+L%,(!
6B;!M!J4!;2$&L$I<)5g'(!
8@!M!6I%'(!-1)%,5gQ+(!
89!M!M1)%I+2+L!(,'5;2$&L%Q+(!!
8F?!f!-($I)%*(!5:<N(,!&;(I%(&!
?=@89!M!752+X2(!Z81)><2L$2(%L%'(8
&(,&%)%*(8W$I)5-!6))$I>L(,)!;-5)(%,!
M(I(;)5-!
?><:N!f!7)-5L$2!%,)(-$I)%,N!;-5)(%,!@!
>@J!M!e-$,&;5-)(-!$&&5I%$)('!a%)>!$,)%N(,!
;-5I(&&%,N!
>*#O!M!_<L;>5I<)(&!e!-1N+2$)(+-&!
>.2!M!_<L;>5I<)(!e!W522%I+2$%-(!>(2;(-!
>"8!M!e522!_%[(!M(I(;)5-!
>2!M!_<L;>5I<)(&!e!>(2;(-!5+!$+:%2%$%-(!
I=;\QAN!M!Y,I55-'%,$)('!Ab!>5L525N!O@!
_?!M!7$I!*%)(22%,
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"<?>9!B9?!G<HI89?!
<=>8FBI;><F=!
G+O'*#!N!M!_(&!'%WW1-(,)(&!*5%(&!'(!;-1&(,)$)%5,!$,)%N1,%Q+(!!
G+O'*#!P!f!2$!*5%(!I<)5&52%Q+(!;5+-!2$!I-5&&8;-1&(,)$)%5,!
G+O'*#!Q!M!_$!*5%(!*$I+52$%-(!;5+-!2$!I-5&&8;-1&(,)$)%5,S!
G+O'*#! S!M! Z\jc! (&)! (WW%I$I(L(,)! -(I-+)1(! ()! $&&(LX21(! V! 2$!L(LX-$,(! ;>$N5&5L$2(! $+!
I5+-&!'(!2$!L$)+-$)%5,!'(&!;>$N5&5L(&!'$,&!2(&!J4S!
G+O'*#!`!M!Test d’export au cytosol.!
G+O'*#! a!f! _(&! I5L;5&$,)&! '(! 2$! L$I>%,(-%(! 9M6J! %L;2%Q+1&! '$,&! 2$! '1N-$'$)%5,! '(&!
;-5)1%,(&!
G+O'*#!b!f!M+;)+-(!'(!2$!L(LX-$,(!'+!;>$N5&5L(!;$-!M\7S!
G+O'*#![!M!4>$-N(L(,)!'(&!;(;)%'(&!$,)%N1,%Q+(&!$+:!4HK!'(!I2$&&(!dS!
G+O'*#!\!M!M(I-+)(L(,)!'(&!I5L;5&$,)&!'+!M9!$+:!;>$N5&5L(&!;$-!7(IccS!
G+O'*#!N]!f!\,)5N1,%(!'(&!L5,5I<)(&!
G+O'*#!NN!f!J%WW1-(,I%$)%5,!'(&!L5,5I<)(&!4J@CkS!!
G+O'*#!NP!f!\,)5N1,%(!'(&!IJ4/!;J4/!L5,5I<)(&/!L$I-5;>$N(&!()!L58J4lH$I!>+L$%,(&!
G+O'*#!NQ!f!_$!I-5&&8présentation par les DC chez la souris et chez l’homme!
G+O'*#!NS!M!H5-;>525N%(!'(&!J4!>+L$%,(&!*(-&+&!2(&!L$I-5;>$N(&S!
G+O'*#!N`!M!\,)5N1,%(!'(&!I(22+2(&!'1-%*1(&!'(&!L5,5I<)(&!
G+O'*#!Na!M!#5,I)%5,,$2%)1!'(&!L58J4S!
>/V&#/'!N!f!H$-Q+(+-&!;>1,5)<;%Q+(&!'(&!J4!L+-%,(&!
>/V&#/'!P!M!H$-Q+(+-&!;>1,5)<;%Q+(&!'(&!J4!>+L$%,(&!
>/V&#/'! QM! H$-Q+(+-&! ;>1,5)<;%Q+(&! '(&! J4! I2$&&%Q+(&/! L58J4/! L5,5I<)(&! ()!
L$I-5;>$N(&S!?IW!$,,(:(!@D!
>/V&#/'!S!M!J%&)-%X+)%5,!'(&!L58J4!'$,&!2(&!)%&&+&!>+L$%,&!
!
8D?I">@>?!
G+O'*#!NS!6&I%)(&!J4!$,'!L$I-5;>$N(&!$-(!'%&)%,I)!;5;+2$)%5,&S!
G+O'*#!P!6&I%)(&!J4!$-(!L5,5I<)(8'(-%*('!I(22&!
G+O'*#!QK!K+L$,!L58J4!$,'!L58H$I!X5)>!I-5&&8;-(&(,)!(WW%I%(,)2<S!
G+O'*#!SS!K+L$,!L58J4!$,'!L58H$I!'5!,5)!)-$,&W(-!(:5N(,5+&!;-5)(%,&!%,)5!)>(%-!I<)5&52S!
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G+O'*#!`K!K+L$,!L58J4!+&(!)>(!*$I+52$-!;$)>a$<!W5-!I-5&&8;-(&(,)$)%5,S!
G+O'*#!aK!K+L$,!L58J4/!X+)!,5)!L58H$I/!$-(!(WW%I%(,)!%,'+I(-&!5W!(WW(I)5-!I<)5)5:%I!4Jhk!e!
I(22&S!
!
8D?I">@>?!?IJJ"D:9=>@<89?!
G+O'*#!?N!f!6I)%*%)1!'+!;-5)1$&5L(!(,!;-1&(,I(!'(!2$I)$I<&)%,(!
G+O'*#!?P!: Inhibition de la dégradation de l’OVA par l’inhibiteur de cathepsines!
G+O'*#!?Q!: Présentation de l’anatoxine tétanique aux lymphocytes T CD4+ mémoires par les 
L58J4!()!L58H$I!
G+O'*#!?S!f!9:;-(&&%5,!'(!4J@m&!()!#5:;b!;$-!2(&!2<L;>5I<)(&!e!
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"#$!%#&&'&#$!(#)(*+,+-'#$!+).&/00/,1+*#$!2'0/+)#$!',+&+$#),!')#!31+#!)1)4
%5,1$1&+-'#!61'*!&/!6*7$#),/,+1)!%*1+$7#!
!
8D?I:D!
_$!;-1&(,)$)%5,!'0$,)%NR,(&!(:5NR,(&!&+-! 2(&!L521I+2(&!'+!4HK!'(!I2$&&(! d/!$;;(21(!I-5&&8
;-1&(,)$)%5,/!(&)!(&&(,)%(22(!;5+-!20%,'+I)%5,!'(&!-1;5,&(&!e!4Jh!I<)5)5:%Q+(&S!_$!L$,%;+2$)%5,!'(!2$!
I-5&&8;-1&(,)$)%5,! (&)! +,(! &)-$)1N%(! )>1-$;(+)%Q+(! $))-$<$,)(/!L$%&! +,(!L(%22(+-(! I5L;-1>(,&%5,!
'(&!L1I$,%&L(&! %L;2%Q+1&! (&)! (&&(,)%(22(S! J$,&! 2(&! I(22+2(&! '(,'-%)%Q+(&! ?J4D! '(! &5+-%&/! 2$! I-5&&8
;-1&(,)$)%5,! &(! W$%)! ;$-! 2$! *5%(! "I<)5&52%Q+(3! 5+! "*$I+52$%-(3/! (,! W5,I)%5,! '(! 2$! 25I$2%&$)%5,!
%,)-$I(22+2$%-(!'(!2$!'1N-$'$)%5,!'(!20$,)%NR,(S!Z5+&!$*5,&!'1`V!L5,)-1!Q+(!2$!J4!-1&%'(,)(&!'$,&!2(&!
5-N$,(&! 2<L;>5g'(&! >+L$%,&! ;-1&(,)$%)! ;$-! 2$! *5%(! I<)5&52%Q+(S! _0%L;5-)$,I(! ;><&%525N%Q+(! '(! 2$!
*5%(!*$I+52$%-(!'$,&!2$!J4!>+L$%,(!Q+%!&5,)!)-5+*1&!%,!*%*5!-(&)(!;(+!I2$%-(S!P5+-!-1;5,'-(!V!I())(!
Q+(&)%5,/!,5+&!$*5,&!$,$2<&1! 2$!I$;$I%)1!'(! 2$!J4!'1-%*1(&!'(!L5,5I<)(&! N1,1-1(! %,!*%*5!V! I-5&&8
;-1&(,)(-S!9,!+)%2%&$,)!2(!7%,N2(!4(22!MZ68&(Q/!,5+&!$*5,&!'0$X5-'!I5,W%-L1!20%'(,)%W%I$)%5,!'(&!$&I%)(&!
)+L5-$2(&!J4!I5LL(!'(&!I(22+2(&!'1-%*1(&!'(!L5,5I<)(&S!Z5+&!$*5,&!)-5+*1!Q+(! 2(&!$&I%)(&!J4!()!
2(&!L$I-5;>$N(&! I-5&&8;-1&(,)(,)! (WW%I$I(L(,)/!L$%&! &5,)! %,I$;$X2(&! '(! )-$,&W1-(-! '(&! ;-5)1%,(&!
(:5NR,(&!'$,&!2(+-!I<)5&52S!J(!;2+&/!20%,>%X%)%5,!'+!;-5)1$&5L(!,0$!;$&!$WW(I)1!2$!I-5&&8;-1&(,)$)%5,S!
4(&!;-5;-%1)1&!,01)$%(,)!;$&!'+(&!$+!L%I-5(,*%-5,,(L(,)!)+L5-$2/!I$-! 2(&!>5L525N+(&! %,!*%)-5!'(&!
$&I%)(&!J4!()!'(&!L$I-5;>$N(&!;-1&(,)$%(,)!2(&!L.L(&!;-5;-%1)1&S!Z5+&!I5,I2+5,&!Q+(!2(&!I(22+2(&!
>+L$%,(&!'1-%*1(&!'(!L5,5I<)(&!I-5&&8;-1&(,)(,)!(:I2+&%*(L(,)!;$-!2$!*5%(!*$I+52$%-(S!9,W%,/!,5+&!
$*5,&! )-5+*1! Q+(! 2(s DC dans l’ascite étaient aussi efficaces que les DC des amygdales pour 
l'induction des cellules T CD8 cytotoxiques effectrices, alors que les macrophages dans l’ascite 
1)$%(,)!'(!L$+*$%&!&)%L+2$)(+-&!'(&!I(22+2(&!e!4JhS!4(&!-1&+2)$)&!$+-5,)!'(&!%L;2%I$)%5,&!%L;5-)$,)(&!
;5+-!2(&!&)-$)1N%(&!)>1-$;(+)%Q+(&!*%&$,)!V!L5'+2(-!2$!I-5&&8;-1&(,)$)%5,S!!
!
:1,$! %&7$!M! 4(22+2(&! '(,'-%)%Q+(&! >+L$%,(&/! I-5&&8;-1&(,)$)%5,/! L58J4/! _<L;>5I<)(&! e! 4Jh!
I<)5)5:%Q+(&/!*5%(!*$I+52$%-(!
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L'0/)!+).&/00/,1*5!(#)(*+,+%!%#&&$!'$#!/!)1)4%5,1$1&+%!6/,2c/5!.1*!!
%*1$$46*#$#),/,+1)!
!
!
@A?>8@;>!!
e>(! ;-(&(,)$)%5,! 5W! (:5N(,5+&! $,)%N(,&! 5,!HK4! I2$&&! d! L52(I+2(&/! )(-L('! I-5&&8;-(&(,)$)%5,/! %&!
(&&(,)%$2! W5-! )>(! %,'+I)%5,!5W! I<)5)5:%I!4Jhk!e! I(22&S! d,!L5+&(/!'(,'-%)%I! I(22&! ?J4D! )>$)! $-%&(! W-5L!
L5,5I<)(&! ?L58J4D! '+-%,N! %,W2$LL$)%5,! ;2$<! $! [(<! -52(! %,! I<)5)5:%I! e! I(22! -(&;5,&(&! X<! I-5&&8
;-(&(,)%,N! $,)%N(,&! '%-(I)2<! %,! ;(-%;>(-$2! )%&&+(&S!n>()>(-! >+L$,! ,$)+-$22<85II+-%,N!L58! J4! I$,!
I-5&&8;-(&(,)! %&! +,[,5a,S! e5! $''-(&&! )>%&! Q+(&)%5,/!a(!>$*(! +&('!>+L$,!L58J4!'%-(I)2<! ;+-%W%('!
W-5L! ;(-%)5,($2! )+L5-! $&I%)(&S! Y&%,N! &%,N2(8I(22! MZ68&(Q/!a(! W%-&)! I5,W%-L! )>$)! $&I%)(&! J4! I5,)$%,!
(:I2+&%*(2<!L5,5I<)(8'(-%*('!I(22&S!O5)>!$&I%)(&!L58J4!$,'!L$I-5;>$N(&!I-5&&8!;-(&(,)!(WW%I%(,)2</!
X+)!$-(!+,$X2(!)5!)-$,&W(-!(:5N(,5+&!;-5)(%,&!%,)5!)>(%-!I<)5&52S!d,>%X%)%5,!5W!I<&)(%,(!;-5)($&(&/!X+)!
,5)! 5W! ;-5)($&5L(/! $X52%&>(&! I-5&&8;-(&(,)$)%5,! X<! L58J4S!n(! I5,I2+'(! )>$)! >+L$,!L5,5I<)(8
'(-%*('!I(22&!I-5&&8;-(&(,)!(:I2+&%*(2<!+&%,N!$!*$I+52$-!;$)>a$<S!#%,$22</!a(!'(L5,&)-$)(! )>$)!5,2<!
$&I%)(&!L58J4/!X+)!,5)!L$I-5;>$N(&/!(WW%I%(,)2<!%,'+I(!(WW(I)5-!I<)5)5:%I!4Jhk!e!I(22&S!e>(&(!-(&+2)&!
a%22!>$*(!%L;5-)$,)!%L;2%I$)%5,&!W5-!>$-,(&&%,N!I-5&&8;-(&(,)$)%5,!W5-!)>(-$;(+)%I!;+-;5&(&S!
d#5! c1*($M! K+L$,! '(,'-%)%I! I(22&/! I-5&&8;-(&(,)$)%5,/! L58J4/! I<)5)5:%I! 4Jh! e! I(22&/! *$I+52$-!
;$)>a$<!!
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<=>8FBI;><F=!!
J/*,+#!<!: Les différentes voies de présentation de l’antigène!
!
6! I(! `5+-/! )-5%&! *5%(&! ;-%,I%;$2(&! '(! ;-1&(,)$)%5,! $,)%N1,%Q+(! 5,)! 1)1! L%&(&! (,!
1*%'(,I(!f! ;-1&(,)$)%5,! '(&! L521I+2(&! (,'5NR,(&! $&&5I%1(&! $+:! 4HK8d/! ;-1&(,)$)%5,! $+:!
L521I+2(&!'(!4HK8dd!()!2$!;-1&(,)$)%5,!I-5%&1(S!
Les complexes majeurs d’histocompatibilité (CMH) expr%L1&!;$-! 2(&! I(22+2(&!;-1&(,)$)-%I(&!
d’antigène (CPA) jouent un rôle essentiel dans la mise en place de l’immunité adaptative. Il 
(,! (:%&)(! '(+:! )<;(&!f! 4HK! '(! I2$&&(! d! ?4HK8dD! ()! 4HK! '(! I2$&&(! dd! ?4HK8ddDS! 4(&! '(+:!
L521I+2(&!5,)!+,(!W5,I)%5,!&%L%2$%-(/!I(22(!'(!;-1&(,)(-!'(&!;(;)%'(&!V!2$!&+-W$I(!'(&!I(22+2(&!
et d’interagir soit avec les lymphocytes T (LT) CD8k!;5+-! 2(!4HK!'(!I2$&&(! d!()! 2(&!_e!4JCk!
;5+-!2(!4HK!'(!I2$&&(!ddS!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 1 : Les différentes voies de présentation antigénique  
(Villadangos and Schnorrer, 2007) 
Introduction 
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@K J*7$#),/,+1)!$'*!;:L!(#!%&/$$#!<<!
_(&! L521I+2(&! '+! 4HK8II sont exprimées par les cellules présentatrices d’antigène 
;-5W(&&%5,,(22(&S!922(&!;-1&(,)(,)!$+&&%!X%(,!'(&!;(;)%'(&! %&&+&!'(!;-5)1%,(&!(:5NR,(&!Q+(!
'(! ;-5)1%,(&! (,'5NR,(&S! 6;-R&! %,)(-,$2%&$)%5,/! 2(&! $,)%NR,(&! &5,)! '1N-$'1&! '$,&! 2(!
I5L;$-)%L(,)! (,'5&5L$2! (,! W-$NL(,)&! ;(;)%'%Q+(&! (,)-(! @c! ()! co! $I%'(&! $L%,1&! ;+%&!
I>$-N1&!$+:!L521I+2(&!'+!4HK8ddS!4(&!I5L;2(:(&!4HK8ddl;(;)%'(!&5,)!(,&+%)(!(:;5-)1&!V!2$!
&+-W$I(!I(22+2$%-(!5p!%2&!&(-5,)!-(I5,,+&!;$-!2(&!2<L;>5I<)(&!e!4JC!,$gW&!()!&(!'%WW1-(,I%(-!(,!
_e!4JC!$+:%2%$%-(&!?e>@/!e>c!()ISSDS!_(&!_e!4JC!$+:%2%$%-(&!;(+*(,)!(,&+%)(!%,)(-$N%-!$*(I!'(&!
2<L;>5I<)(&!O!;5+-!%,'+%-(!'(&!-1;5,&(&!'(!)<;(&!>+L5-$2(&!5+!$*(I!2(&!_e!4Jh/!;5+-!+,(!
-1;5,&(!I<)5)5:%Q+(!?4>%I]!()!$2S/!@AAb=!K+,)!()!$2S/!@AAc=!M+'(,&[<!6q+!()!$2S/!@AA@=!7+-%!()!
$2S/!cBBoD!?G+O'*#!NDS!!
 
AK J*7$#),/,+1)!%&/$$+-'#!$'*!;:L!(#!%&/$$#!<!
_(&!L521I+2(&! '+! 4HK8d! &5,)! (:;-%L1(&! ;$-! )5+)(&! 2(&! I(22+2(&! ,+I211(&S! _(&! ;(;)%'(&!
;-1&(,)1&!&+-!4HK8d!&5,)!N1,1-$2(L(,)!'(&!$,)%NR,(&!%,)-$I(22+2$%-(&!?5+!(,'5NR,(&DS!
L’antigène (,'5NR,(/!'$,&! 2(! I<)5&52! &(-$! ! '1N-$'1!(,! W-$NL(,)!;(;)%'%Q+(!'(!h8A!$I%'(&!
$L%,1(&!?Z((W`(&!()!$2S/!cB@@D!;$-!2(!;-5)1$&5L(!?O2+L!()!$2S/!cB@bDS!
4(&! ;(;)%'(&! N1,1-1&! &5,)! (,&+%)(! )-$,&;5-)1&! *%$! 2(! )-$,&;5-)(+-! e6P! ?!"#$%&'"()"*
#%%'+,#()-*.,(/*#$(,0)$*&"'+)%%,$0D! '$,&! 2(! -1)%I+2+L!(,'5;2$&L%Q+(! ?M9D!5p! %2&! &+X%&&(,)!
+,(! '(-,%R-(! 1)$;(! '(! '1N-$'$)%5,! ;$-! '(&! $L%,5;(;)%'$&(&!f! 9M6P@lc! ?)$-'&1#%2,+*
")(,+3132* #2,$'&)&(,-#%)* 456D?M5I[! ()! $2S/! cBBCD! ;5+-! N1,1-(-! '(&! ;(;)%'(&! Q+%! ;5+--5,)!
.)-(!I>$-N1&!aux complexes majeurs d’histocompatibilité de classe I (CMH8dDS!4(&!I5L;2(:(&!
4HK8dl;(;)%'(! ,5+*(22(L(,)! W5-L1&! &(-5,)! $25-&! )-$,&;5-)1&! V! 2$! &+-W$I(! I(22+2$%-(! ()!
;-1&(,)1&!$+:!2<L;>5I<)(&!e!4Jhk!;5+-!%,'+%-(!+,(!-1;5,&(!e!I<)5)5:%Q+(!?G+O'*#!NDS!
 
;K "/!%*1$$46*7$#),/,+1)!
_(&! ;(;)%'(&! ;-1&(,)1&! ;$-! 2(&! L521I+2(&! '(! I2$&&(! d! &5,)! N1,1-$2(L(,)! %&&+&! '(! 2$!
'1N-$'$)%5,!'(&!;-5)1%,(&!(,'5NR,(&/!L$%&!'(&!;(;)%'(&!(:5NR,(&!;(+*(,)!1N$2(L(,)!.)-(!
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;-1&(,)1!$+:!L521I+2(&!'+!4HK8I, il s’agit du phénomène de présentation croisée, ou +"'%%7
&"8%)$(#(,'$*?O(*$,/!cB@BD!?G+O'*#!ND9!
6! I(! `5+-/! '(+:! *5%(&! '(! ;-1&(,)$)%5,! I-5%&1(! 5,)! 1)1! L%&(&! (,! 1*%'(,I(/! %2! <! $! 2$! *5%(!
I2$&&%Q+(! ?I<)5&52%Q+(D!()! 2$!*5%(!*$I+52$%-(/!'5,)!,5+&!;$-2(-5,&!;2+&!(,!'1)$%2!'$,&! 2$!c,'!
;$-)%(S!
Introduction 
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J/*,+#!<<!M!"/!%*1$$46*7$#),/,+1)!
@K B7%1'3#*,#!
_(!;>1,5LR,(!'(!I-5&&8;-1&(,)$)%5,!$!1)1!'1I-%)!;5+-!2$!;-(L%R-(!W5%&!;$-!HS!O(*$,!(,!
@AroS!?O(*$,/!@AroDS!!
_$!I-5&&8;-1&(,)$)%5,!(&)!+,!L1I$,%&L(!permettant à une cellule présentatrice d’antigène à 
;-1&(,)(-!+,!$,)%NR,(!(:5NR,(!$+:!2<L;>5I<)(&!e!4Jh!*%$!2(&!L521I+2(&!'+!4HK!'(!I2$&&(!dS!
_(&! I(22+2(&! -(&;5,&$X2(&! '(! I(! ;>1,5LR,(! &5,)! ;-%,I%;$2(L(,)! 2(&! I(22+2(&! '(,'-%)%Q+(&!
?J4D! '5,)! ,5+&! ;$-2(-5,&! ;2+&! (,! '1)$%2&! '$,&! 2$! bRL(! ;$-)%(S! 4(&! I(22+2(&! *5,)! ;(-L())-(!
l’activation de lymphocyte&! e! 4Jh! ,$gW&! (,! 2<L;>5I<)(&! e! (WW(I)(+-&/! $;;(21! 2(! "!I-5&&8
;-%L%,N!3! !Q+%!(&)!(&&(,)%(22(!;5+-!1)$X2%-!+,(! -1;5,&(!e! I<)5)5:%Q+(! ?4e_D!$,)%8%,W(I)%(+&(!
5+!$,)%8)+L5rale mais aussi pour l’activation des T CD8 mémoires.!
9,!;2+&!'(!I())(!-1;5,&(!I<)5)5:%Q+(/!2$!I-5&&8;-1&(,)$)%5,!(&)!1N$2(L(,)!%L;2%Q+1!'$,&!2$!
)521-$,I(!'+!&5%S!
!
6!I(!`5+-/!'(+:!*5%(&!'(!I-5&&8;-1&(,)$)%5,!5,)!1)1!L%&(&!(,!1*%'(,I(!f!%2!<!$!2$!*5%(!I2$&&%Q+(!
(cytosolique) et la voie vacuolaire, qui diffèrent selon le lieu de dégradation de l’antigène.!
J$,&! I())(! ;$-)%(/! `(! *$%&! I5LL(,I(-! ;$-! '1I-%-(! 2(&! '(+:! *5%(&! '(! I-5&&8;-1&(,)$)%5,!
;5&&%X2(&!()!2(+-!'%WW1-(,I(S!9,&+%)(!`(!'1*(25;;(-$%!2(&!L1I$,%&L(&!L521I+2$%-(&!%L;2%Q+1&S!
!
AK "/!31+#!%5,1$1&+-'#!3#*$'$!3/%'1&/+*#!
_$! *5%(! I<)5&52%Q+(! (&)! 2$! *5%(! ;-%,I%;$2(! +)%2%&1(! ;$-! 2(&! I(22+2(&! ;5+-! 2$! I-5&&8
;-1&(,)$)%5,S!_$!I-5&&8;-1&(,)$)%5,!;$-!2$!*5%(!I<)5&52%Q+(/!(&)!'1;(,'$,)(!'+!;-5)1$&5L(!
()!'+!)-$,&;5-)(+-!e6PS!9,!(WW()/!%2!$!1)1!L5,)-1!Q+(!2$!I-5&&8présentation de l’ovalbumine 
(OVA) couplé à des billes, est altérée en présence d’inhibiteurs du protéasome et du 
)-$,&;5-)(+-!e6P!?s5*$I&5*%I&8O$,[5a&[%!$,'!M5I[/!@AAm=!P$2L5a&[%!()!$2S/!cBBo=!75,N!$,'!
K$-'%,N/!@AAoDS!_(!;-5)1$&5L(!1)$,)!25I$2%&1!'$,&!2(!I<)5&52/!I(&!-1&+2)$)&!%,'%Q+(,)!Q+(!2(&!
$,)%NR,(&! %,)(-,$2%&1&! &5,)! )-$,&W1-1&! '(&! I5L;$-)%L(,)&! (,'5I<)$%-(&! $+! I<)5&52! 5p! %2&!
&(-5,)!'1N-$'1&!;$-! 2(!;-5)1$&5L(! ?s5*$I&5*%I&8O$,[5a&[%! $,'!M5I[/! @AAm=! e5+-()! ()! $2S/!
cBBmDS!_(&!;(;)%'(&!N1,1-1&!&5,)!(,&+%)(!)-$,&;5-)1&!'$,&!2(!-1)%I+2+L!(,'5;2$&L%Q+(!?M9D!
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5+!2(&!(,'5&5L(&l;>$N5&5L(&!;$-!2(!)-$,&;5-)(+-!e6P!;5+-!.)-(!I>$-N1&!&+-!'(&!L521I+2(&!
'+!4HK!'(!I2$&&(!d!?G+O'*#!PDS!!
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G+O'*#!P!M!&/!31+#!%5,1$1&+-'#!61'*!&/!%*1$$46*7$#),/,+1)!
NK!Internalisation de l’antigène exogène via l’endocytose, la pinocytose ou la phagocytose.!PK!Dégradation de l’antigène par les protéases phagosomales et recrutement des protéines du RE 
*(-&! 2(! ;>$N5&5L(! *%$! 7(IccX! ?;5%,)%221&DSQS! Export de l’antigène vers le cytosol via un transporteur ou par rupture de la membrane du phagosome.! SS! YX%Q+%)%,<2$)%5,! '(&! $,)%NR,(! ()!
'1N-$'$)%5,!;$-! 2(!;-5)1$&5L(S!`K!_(&! W-$NL(,)&!;(;)%'%Q+(&!&5,)!)-$,&;5-)1&!;$-!e6P!*(-&! 2(!M9!?2%N,(!*(-)(D!5+!'$,&! 2(!I5L;$-)%L(,)!(,'5I<)$%-(! ?2%N,(!L$--5,D/!5p!9M6P!5+! dM6P!*5,)!
N1,1-(-! '(&! ;(;)%'(&! '(! )$%22(! 5;)%L$2(! ;5+-! .)-(! I>$-N1! &+-! 2(&! L521I+2(&! '+! 4HK8dK! aS! 4HK8d! ;-5*(,$,)! '(! 2$! L(LX-$,(! ;2$&L%Q+(! *%$! M$X@@$l7Z6Pcb! ?X2(+D! 5+! '+! M9! *%$! 4JrC!
?X5-'($+:DSbK_(!I5L;2(:(!4HK8dl;(;)%'(!(&)!)-$,&;5-)1!V!2$!L(LX-$,(!;2$&L%Q+(!;5+-!.)-(!;-1&(,)1!$+:!2<L;>5I<)(&!e!4JhS!_(&!2%N,(&!(,!;5%,)%221!%,'%Q+(,)!2(&!1)$;(&!Q+%!,(!&5,)!;$&!X%(,!
I5,,+(&S!6X-1*%$)%5,&!f!M9!5+!9M/!-1)%I+2+L!(,'5;2$&L%Q+(!=!9Mid4/!I5L;$-)%L(,)!%,)(-L1'%$%-(!9M8i52N%!=!dM6P/!%,&+2%,8-(N+2$)('!$L%,5;(;)%'$&(!=!9M6J/!9M8$&&5I%$)('!'(N-$'$)%5,!=!9M6P/!
9M!$L%,5;(;)%'$&(!=!Z\jc/!Z6JPK!5:%'$&(!c!=!e6P/!)-$,&;5-)(-!$&&5I%$)('!a%)>!$,)%N(,!;-5I(&&%,N!; GILT γ8%,)(-W(-5,8%,'+I%X2(!2<&5&5L$2!)>%52!-('+I)$&(S!
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9,!;2+&!'(!2$!*5%(!I<)5&52%Q+(/!+,(!&(I5,'(!*5%(!'(!I-5&&8;-1&(,)$)%5,!$!1)1!-$;;5-)1(S!_(&!
)-$*$+:!-1$2%&1&!;$-!:'+;*)(*#19!()!<'"=3">*)(*#19!5,)!L5,)-1!Q+(!I>(]!2(&!&5+-%&!e6P![,5I[8
5+)/!2(&!4P6!&5,)!I$;$X2(&!'(!;-1&(,)(-!2(&!$,)%NR,(&!(:5NR,(&!&+-!2(&!L521I+2(&!'+!4HK8d!
et d’activer la réponse T CD8k/! L())$,)! (,! 1*%'(,I(! +,(! *5%(! $2)(-,$)%*(! ;5+-! 2$! I-5&&8
;-1&(,)$)%5,!?Z5-X+-<!()!$2S/!cBB@=!M5I[/!@AAoDS!!
!
4())(!*5%(!(&)!%,'1;(,'$,)(!'+!;-5)1$&5L(!()!'(!2$!;-5)1%,(!e6P!L$%&!(22(!(&)!&(,&%X2(!$+:!
%,>%X%)(+-&! '(&! I<&)1%,(&! ;-5)1$&(&! ;-1&(,)(&! '$,&! 2(&! I5L;$-)%L(,)&! (,'5&5L$+:! ()! Q+%!
5,)!;5+-! -t2(!'(!'1N-$'(-! 2(&!$,)%NR,(&! %,)(-,$2%&1&! ?O(-)>52()!()!$2S/!cBBo=!Z5-X+-<!()!$2S/!
cBB@=! 7>(,!()! $2S/! cBBC=! 75,N!$,'!K$-'%,N/! @AAo=! e%a$-%! ()! $2S/! cBBrDS!J$,&! I())(! *5%(/! 2(&!
;-5)1%,(&!(:5NR,(&!%,)(-,$2%&1(&!-(&)(,)!'$,&!2(&!I5L;$-)%L(,)&!(,'5I<)$%-(&!5p!(22(&!&5,)!
'1N-$'1(&! ;+%&! I>$-N1(&! $+:! 4HK8dS! 9,! I5,&1Q+(,I(/! I())(! *5%(! (&)! $;;(21(! "!2$! *5%(!
*$I+52$%-(!3S!
_$! *5%(! '(! ;-1&(,)$)%5,! ;$-! 2$! *5%(! *$I+52$%-(! $! ;-%,I%;$2(L(,)! 1)1! '1I-%)(! I>(]! 2(&! J4!
L+-%,(&!5p!2(&!'(+:!*5%(&!'(!;-1&(,)$)%5,!1)$%(,)!;5&&%X2(&S!!
_(&!)-$*$+:!L(,1&!;$-!?,*@3++/,'*)(*#1!()!A#*)(*#1!5,)!L5,)-1!Q+(!2$!*5%(!*$I+52$%-(!(:%&)(!
également chez l’homme ?J%!P+II>%5!()!$2S/!cBBh=!H$!()!$2S/!cB@oD!?G+O'*#!QDS!
Introduction 
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G+O'*#!Q!M!"/!31+#!3/%'1&/+*#!61'*!&/!%*1$$46*7$#),/,+1)K!
NK!Internalisation de l’antigène exogène via l’endocytose, la pinocytose ou la phagocytoseK!P. Dégradation de l’antigène!;$-!'(&!;-5)1$&(&!()!2$!I$)>(;&%,(!7!'$,&!2(!;>$N5&5L(S!M(I-+)(L(,)!
'(!2$!L$I>%,(-%(!9M6J!*(-&!2(!;>$N5&5L(!*%$!7(IccXSQK!M(I<I2$N(!'(&!L521I+2(&!'+!4HK8d!'(!2$!L(LX-$,(!;2$&L%Q+(!*%$!M$X@@$!?X2(+D!5+!'+!M9!*%$!4JrC!?X5-'($+:D!*(-&!2(!;>$N5&5L(S!S!
dM6P!*$!N1,1-(-!'(&!;(;)%'(&!'(!)$%22(&!5;)%L$2(&!;5+-!.)-(!I>$-N1!&+-!2(&!L521I+2(&!'+!4HK8dS!4>$-N(L(,)!'+!;(;)%'(!$+:!4HK8dS`K!_(!I5L;2(:(!4HK8dl;(;)%'(!(&)!)-$,&;5-)1!V!2$!L(LX-$,(!
;2$&L%Q+(! ;5+-! .)-(! ;-1&(,)1! $+:! 2<L;>5I<)(&! e! 4JhS! _(&! 2%N,(&! (,! ;5%,)%221! %,'%Q+(,)! 2(&! 1)$;(&! Q+%! ,(! &5,)! ;$&! X%(,! I5,,+(&S! 6X-1*%$)%5,&!f! M9/! -1)%I+2+L! (,'5;2$&L%Q+(!=! 9Mid4/!
I5L;$-)%L(,)!%,)(-L1'%$%-(!9M8i52N%!=!dM6P/!%,&+2%,8-(N+2$)('!$L%,5;(;)%'$&(S!
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;K :7%/)+$0#$!+),*/%#&&'&/+*#$!
6! I(! `5+-/! 2(&! L1I$,%&L(&! %,)-$I(22+2$%-(&! %L;2%Q+1&! '$,&! I(&! '(+:! *5%(&! '(! I-5&&8
;-1&(,)$)%5,!,(!&5,)!;$&!)5)$2(L(,)!12+I%'1&S!!
6+! I5+-&! '(! I(&! '%:! '(-,%R-(&! $,,1(&/! ;2+&%(+-&! N-5+;(&! 5,)! $,$2<&1&! 2(&! W5,I)%5,&!
;>$N5&5L$2(&! et endosomales à partir d’une lignée de DC murines (BMDC) ou de DC 
'1-%*1(&! '(! L5,5I<)(&! ?iH47#ld_84) chez l’homme, $W%,! '(! I5L;-(,'-(! 2(&! *5%(&! '(!
)-$,&;5-)!%,)-$I(22+2$%-(&!()!2(&!I5L;$-)%L(,)&!%L;2%Q+1&!'$,&!2$!I-5&&8;-1&(,)$)%5,S!!
!
NK 87O'&/,+1)!('!6L!#,!(#!&/!(7O*/(/,+1)!(/)$!&#!%106/*,+0#),!#)(1$10/&!
!
_$! -1N+2$)%5,!'+! ;K!'$,&! 2(&! ;>$N5&5L(&! ()! 2(&! (,'5&5L(&!(&)! (&&(,)%(22(!;5+-! 2$!
I-5&&8présentation et l’activation des lymphocytes T CD8kS!9,!(WW()/!+,(!'1N-$'$)%5,!2%L%)1(!
'(&!;-5)1%,(&!%,)(-,$2%&1(&!'$,&!2(&!;>$N5&5L(&!(&)!(&&(,)%(22(!;5+-!2$!I-5&&8;-1&(,)$)%5,S!!
La dégradation antigénique dépend de l’activité protéolytique des enzymes dans les 
;>$N5&5L(&/!()!I())(!$I)%*$)%5,!(&)!'1;(,'$,te du pH. Dans  les macrophages, l’antigène 
(&)! -$;%'(L(,)! '1N-$'1! '$,&! 2(! I5L;$-)%L(,)! ;>$N5&5L$2! ()! (,'5&5L(&! )$-'%W&S! 4())(!
W5-)(! $I)%*%)1! ;-5)152<)%Q+(! (&)! '+(! V! +,! ;K! $I%'(! '$,&! 2(&! ;>$N5&5L(&/! Q+%! $I)%*(! 2(&!
;-5)1$&(&! 2<&5&5L$2(&!()! W$*5-%&(! 2$!'1N-$'$)%5,!'(&!;-5)1%,(&! %,)(-,$2%&1(&! ?O(2%]$%-(!$,'!
Y,$,+(/! cBBA=! J(2$L$--(! ()! $2S/! cBBm=! 7$*%,$! ()! $2S/! cBBo=! q$)(&! $,'! M+&&(22/! cBBmDS! 9,!
-(*$,I>(/!2(&!I(22+2(&!'(,'-%)%Q+(&!;-1&(,)(,)!+,(!W$%X2(!$I)%*%)1!;-5)152<)%Q+(S!4())(!W$%X2(!
activité s’explique par un faible taux de protéases lysosomales et d’un pH alcalin (environ pH 
r/mD!'$,&!2(&!(,'5&5L(&!?J(2$L$--(!()!$2S/!cBBmDS!!
4())(!$I)%*%)1!-1'+%)(!'$,&!2(&!(,'5&5L(&!(&)!1N$2(L(,)!'+(!V!2$!W$%X2(!$I)%*%)1!'(!2$!;5L;(!
F8ATPase et d’un haut niveau d’activité de NADPH oxydase 2 (NOX2), qui va empêcher 
l’acidification dans les phagosomes par la production de ROS (")#+(,B)* 'C>0)$* %&)+,)%D*
?G+O'*#!SDS!_$!;-5'+I)%5,!'(!M\7!*$!2%L%)(-!2$!'1N-$'$)%5,!$,)%N1,%Q+(!()!W$*5-%&(-!2$!I-5&&8
;-1&(,)$)%5,!?E$,I%I!()!$2S/!cBBr=!7$*%,$!()!$2S/!cBBo=!e-5LX())$!()!$2S/!cBBbDS!!
!
!
!
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G+O'*#!S!M!=F^P!#$,!#..+%/%#0#),! *#%*',7#!#,!/$$#0V&7#!e! &/!0#0V*/)#!62/O1$10/&#!/'!
%1'*$!(#!&/!0/,'*/,+1)!(#$!62/O1$10#$!(/)$!&#$!B;K!
Z\jc!(&)!-(I-+)1(!$+!,%*($+!'(!2$!L(LX-$,(!'(&!;>$N5&5L(&S!_5-&!'(!20$I)%*$)%5,/!Z\jc!I5,&5LL(!
'(!205:<NR,(!?\cD!()!Kk!?*%$!2$!;5L;(!F86eP$&(!()!;-5X$X2(L(,)!;$-!'0$+)-(&!I$,$+:D!;5+-!;-5'+%-(!
M\7!'$,&!2$!2+L%R-(!'+!;>$N5&5L(S!_$!;-5'+I)%5,!'(!M\7!*$!$+NL(,)(-!2(!;K!'$,&!2(!;>$N5&5L(!()!
limiter la dégradation de l’antigène. Adapté de ?7$*%,$!$,'!6L%N5-(,$/!cBBrDS!
!
Chez la souris, un déficit d’expression de Rab27a (qui permet le recrutement de NOX2 dans 
2(&! ;>$N5&5L(&D! 5+! '(! Z\jc! ;$-! 2(&! J4! (,)-$u,(! +,(! $+NL(,)$)%5,! '+! ;K! '$,&! 2(&!
phagosomes, qui conduit à une forte dégradation des antigènes, altérant ainsi l’efficacité de 
2$!I-5&&8;-1&(,)$)%5,!;$-!I(&!J4!?E$,I%I!()!$2S/!cBBr=!7$*%,$!()!$2S/!cBBo/!cBBADS!J(!;2+&/!%2!$!
1)1!L5,)-1!Q+(! 2$!I-5&&8;-1&(,)$)%5,!(&)!$2)1-1(!I>(]! 2(&!J4!'1-%*1(&!'(&!L5,5I<)(&!?L58
J4D!;-5*(,$,)!'(!;$)%(,)&!$))(%,)&!'(!N-$,+25L$)5&(!I>-5,%Q+(/!Q+%!;5&&R'(,)!+,(! W5-L(!
L+)1(!'(!2$!;-5)1%,(!Z\jc!?H$,)(N$]]$!()!$2S/!cBBhDS!9,!$II5-'!$*(I!I(&!-1&+2)$)&/!%2!$!1)1!
5X&(-*1!I>(]!2(&!L58J4!>+L$%,(&!)-$%)1(&!$*(I!'(!2$!I>25-5Q+%,(!?Q+%!'%L%,+(!2(!;K!'$,&!2(&!
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;>$N5&5L(&D!+,(!$+NL(,)$)%5,!'(! 2$!Q+$,)%)1!'(!;-5)1%,(&! )-$,&W1-1(&!'$,&! 2(! I<)5&52!()!
+,(!L(%22(+-(!I-5&&8;-1&(,)$)%5,!?6II$;(]]$)5!()!$2S/!cBBmDS!
J0$+)-(&!;-5)1%,(&!%L;5-)$,)(&!;5+-!2$!-1N+2$)%5,!'+!;K!&5,)!1N$2(L(,)!%L;2%Q+1(&!'$,&!2$!
I-5&&8;-1&(,)$)%5,S! d2! $! 1)1! 5X&(rvé qu’un déficit en Vav (qui est un facteur d’échange 
,+I215)%'%Q+(D! '$,&! 2(&! OHJ4! ?='$)72#""'.* -)",B)-* ?E! I>(]! 2$! &5+-%&D! (,)-$%,(! +,(!
'%L%,+)%5,!'(!2$!;-5'+I)%5,!'(!M\7!()!$2)R-(!2$!I-5&&8;-1&(,)$)%5,!'0$,)%NR,(&!;$-)%I+2$%-(&!
?i-$>$L! ()! $2S/! cBBrDS! Y,(! $2)1-$)%5,! '(! 2$! I$;$I%)1! V! I-5&&! ;-1&(,)(-! $! 1N$2(L(,)! 1)1!
5X&(-*1(!I>(]!2(&!OHJ4!'1W%I%(,)(&!;5+-!2$!!;-5)1%,(!7Z6M9!"!F6HPh!3!Q+%!(&)!(&&(,)%(22(!
;5+-!2(!-(I-+)(L(,)!'(!Z\jc!$+!,%*($+!'(&!;>$N5&5L(&!()!;5+-!205:<'$)%5,!;>$N5&5L$2(!
'$,&! 2(&!OHJ4!?H$)>(5+'!()!$2S/!cB@bDS!9,W%,/!'$,&! 2(&!J4/! 2(!I$,$2!I$)%5,%Q+(!eL(L@roX!
-1N+2(! 2(! ;K! '$,&! 2(&! ;>$N5&5L(&! W$*5-%&$,)! $%,&%! 2$! I-5&&8;-1&(,)$)%5,! ?7(N5*%$! ()! $2S/!
cB@CDS!
!
J$,&!2(&!J4/!7edH@!?%("'2#1*,$()"#+(,$0*&"'(),$*4D/!+,(!;-5)1%,(!-1&%'(,)(!'+!M9!Q+%!'1)(I)(!
2(&!*$-%$)%5,&!'+!I$2I%+L!'$,&!2(!M9/!W$*5-%&(!2(&!&%)(&!'(!I5,)$I)!(,)-(!2$!L(LX-$,(!'+!M9!()!
'(&! ;>$N5&5L(&! ?Z+,(&! ()! $2S/! cB@cDS! M1I(LL(,)/! %2! $! 1)1! '1L5,)-1! Q+(! YZ4AbO@!
?3$+''"-,$#()-*FG*/'2'1'0*H4D/!Q+%!(&)!+,(!;-5)1%,(!-1&%'(,)(!'+!M9/!(&)!-(I-+)1(!$+!,%*($+!
'(&! ;>$N5&5L(&! 5p! (22(! *$! %,)(-$N%-! $*(I! 7edH@! ()! $I)%*(-! 2(&! I$,$+:!L(LX-$,$%-(&! 4$ck!
W$*5-%&$,)! 2$!I-5&&8;-1&(,)$)%5,!;$-! 2(&!J4S!_$!'1W%I%(,I(!(,!YZ4AbO@!'$,&!2(&!J4!(,)-$%,(!
+,(! $+NL(,)$)%5,! '+! ;K! '$,&! 2(&! ;>$N5&5L(&! (,! $2)1-$,)! 2(! -(I-+)(L(,)! '(!Z\jc! ()! 2$!
;-5'uction de ROS dans les phagosomes, et diminue l’activité protéolytique et l’exportation 
'(&!$,)%NR,(&!*(-&! 2(!I<)5&52! ?H$&I>$2%'%!()!$2S/!cB@rDS!4())(!1)+'(!&+NNR-(!Q+(!2$!;-5)1%,(!
YZ4AbO@!*%$!&5,!%,)(-$I)%5,!$*(I!7edH@!`5+(!+,!-t2(!'$,&!2$!I-5&&8;-1&(,)$)%5,S!
!
Enfin, il a été rapporté que l’enzyme GILT (I#22#7J$()"K)"'$7,$-3+,=1)* L>%'%'2#1*
!/,'1")-3+(#%)D/!Q+%!$!;5+-!W5,I)%5,!'(!-1'+%-(!2(&!;5%,)&!'%&+2W+-(&/!(&)!$+&&%!%L;2%Q+1(!'$,&!
2$!I-5&&8présentation et dans l’induction d’une réponse T CD8k!$,)%*%-$2(!?G+O'*#!PDS! d2!$!1)1!
observé qu’un déficit en GILT affecte la capacité des DC à cross8;-1&(,)(-!2(&!N2<I5;-5)1%,(&!
-%I>(&!(,!2%$%&5,!'%&+2W+-(/!L$%&!;$&!2(&!$,)%NR,(&!'1;5+-*+&!'(!;5,)&!'%&+2W+-(&!?7%,N>!$,'!
4-(&&a(22/! cB@BDS!4(&! -1&+2)$)&! &+NNR-(,)!Q+(! 2(&!;-5)1%,(&! I5,)(,$,)!'(&!;5,)&!'%&+2W+-(&!
'5%*(,)!.)-(!'1;2%1(&!'$,&!2(&!;>$N5&5L(&!$*$,)!2(!)-$,&W(-)!*(-&!2(!I<)5&52S!!
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e5+)(&! I(&! 1)+'(&! L())(,)! (,! 1*%'(,I(! Q+(! 2$! -1N+2$)%5,! '(! 2$! '1N-$'$)%5,! '$,&! 2(&!
I5L;$-)%L(,)&! (,'5&5L$+:! (&)! ;-%L5-'%$2(! '$,&! 2(! ;-5I(&&+&! '(! I-5&&8;-1&(,)$)%5,S! 9,!
(WW()/! +,(! W$%X2(!'1N-$'$)%5,!'(&!;-5)1%,(&! %,)(-,$2%&1(&!;(-L()!'(!;-1&(-*(-! 2(&! 1;%)5;(&!
afin de favoriser l’apprêtement des peptides aux molécules du CMH8dS! 4(;(,'$,)/! +,(!
'1N-$'$)%5,! ;-1$2$X2(! '(&! ;-5)1%,(&! '$,&! 2(&! ;>$N5&5L(&! (&)! 1N$2(L(,)! ,1I(&&$%-(! ;5+-!
'%N1-(-! 2(&! ;5,)&! '%&+2W+-(&! ()! N1,1-(-! '(&! W-$NL(,)&! '(! ;()%)(&! )$%22(&/! Q+%! ;+%&&(,)! .)-(!
)-$,&W1-1&!'$,&!2(!I<)5&52!?M5'-%N+(]!()!$2S/!@AAA=!7%,N>!$,'!4-(&&a(22/!cB@BDS!
!
PK L’export des antigènes vers le cytosol!
L’export des protéines au cytosol par les cellules dendritiques a été confirmé par 
L%I-5&I5;%(! 12(I)-5,%Q+(! ()! ;$-! %L$N(-%(! V! W2+5-(&I(,I(S! 9,! (WW()/! 2(&! ;-5)1%,(&! (:5NR,(&!
I5+;21(&!V!+,!W2+5-5I>-5L(!&(!-()-5+*(,)!'$,&!2(!I<)5&52!I(22+2$%-(! ?M5'-%N+(]!()!$2S/!@AAA=!
e5+-()!()!$2S/!cBBmDS!J(&!)-$*$+:!5,)!L%&!(,!1*%'(,I(!Q+(!2(&!I(22+2(&!'(,'-%)%Q+(&!&5,)!;2+&!
efficaces que les macrophages dans l’export d’antigène vers le cytosol et que les molécules 
'(!;()%)(&!)$%22(&!&5,)!(:;5-)1(&!;2+&!(WW%I$I(L(,)!Q+(!I(22(&!;2+&!N-$,'(&!?M5'-%N+(]!()!$2S/!
@AAADS!
!
J+-$,)!I(&!'%:!'(-,%R-(&!$,,1(&/!'(!,5+*(22(&!)(I>,%Q+(&!5,)!1)1!'1*(25;;1(&!;5+-!L())-(!
en évidence l’export des protéines du compartiment endosomal vers le cytosol. Une 
;-(L%R-(!L1)>5'(!(&)!X$&1(!&+-!2(!+>('+/"'2)*+!comme indicateur de l’export de l’antigène 
*(-&! 2(! I<)5&52S! _(! +>('+/"'2)* +! est impliqué dans l’apoptose. Après internalisation du 
+>('+/"'2)* +! ;$-! 2(&! J4/! 2(! +>('+/"'2)* +! (:;5-)1! '$,&! 2(! I<)5&52! $I)%*(! 2$! I$&I$'(! '(!
signalisation des caspases et induit l’apoptose dans les cellules ?s5*$I&5*%I&8O$,[5a&[%!$,'!
M5I[/!@AAm=!_%,!()!$2S/!cBBh=!7I>-(%X(2)!()!$2S/!cB@cDS!Y,(!$+)-(!$;;-5I>(!(&)!X$&1(!&+-!+,(!
&5,'(!I<)5&52%Q+(!W2+5-(&I(,)(!()!&(,&%X2(!$+!#M9e!?K13'")%+)$+)*")%'$#$+)*)$)"0>*("#$%K)"*
&5,'(! 44#C), clivable par l’enzyme b82$I)$L$&(. Si les cellules ont la capacité d’exporter 
l’enzyL(! b82$I)$L$&(! ?;-5)1%,(! (:5NR,(D! *(-&! 2(! I<)5&52/! 2(! b82$I)$L$&(! I2%*(-$! 2$! &5,'(!
W2+5-(&I(,)(! (,)-$%,$,)!+,(!$+NL(,)$)%5,! '(! 2$! W2+5-(&I(,I(!'(! 2$! &5,'(! Q+%! ;5+--$! .)-(!
Q+$,)%W%1(!()!L(&+-1(!;$-!I<)5L1)-%(!(,!W2+:!?4(X-%$,!()!$2S/!cB@@=!7(N+-$!()!$2S/!cB@b$=!F%*$-!
()!$2S/!cB@oD!?G+O'*#!`DS!
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G+O'*#! `!: Test d’export au cytosol. _(&! I(22+2(&! &5,)! %,I+X1(&! $*(I! +,(! &5,'(! I<)5&52%Q+(!
W2+5-(&I(,)(! ()! &(,&%X2(! $+! #M9eS! Y,(! W5%&! %,)(-,$2%&1(/! 2$! b82$I)$L$&(! Q+%! (&)! )-$,&W1-1! '$,&! 2(!
I<)5&52!()!I2%*(!2$!&5,'(!W2+5-(&I(,)(!Q+%!I>$,N(-$!'(!W2+5-(&I(,I(!CmB,L!*(-&!mbm!,LS!
4(;(,'$,)/! 2(&!L1I$,%&L(&!L521I+2$%-(&!Q+%!;(-L())(,)! 2(! )-$,&W(-)!'(&!;-5)1%,(&! *(-&! 2(!
I<)5&52!-(&)(,)!L$2!I5L;-%&S! d2!$!1)1!;-5;5&1/!&+-! 2$!X$&(!'0(:;1-%(,I(&!+)%2%&$,)!+,(!2%N,1(!
I(22+2$%-(! '(! J4/! Q+(! 2$! L$I>%,(-%(! 9M6J! ?M$-'&1#%2,+7")(,+31327#%%'+,#()-* &"'(),$*
-)0"#-#(,'$D! ;+%&&(! .)-(! %L;2%Q+1(! '$,&! 2$! )-$,&25I$)%5,! '(&! ;-5)1%,(&! '$,&! 2(! I<)5&52!
?6I[(-L$,!()!$2S/!cBBo=!i-5)][(!$,'!4-(&&a(22/!cB@mDS!_$!L$I>%,(-%(!9M6J!'1&%N,(!+,(!*5%(!
I(22+2$%-(! Q+%! I%X2(! 2(&! ;-5)1%,(&! L$2! -(;2%1(&! '+! -1)%I+2+L! (,'5;2$&L%Q+(! ;5+-!
20+X%Q+%)%,$)%5,!()! 2$!'1N-$'$)%5,!;$-! 2(!;-5)1$&5L(S!Y,!$+)-(!L1I$,%&L(!;5&&%X2(!(&)!Q+(!
2(&!;-5)1%,(&!;+%&&(,)!&(!-()-5+*(-!'$,&!2(!I<)5&52/!;$-!'%WW+&%5,!;$&&%*(/!&+%)(!V!+,(!-+;)+-(!
'(&!L(LX-$,(&!'+!;>$N5&5L(S!
!"#$%&'%()%(*"+,#-&%$().(/0()1&$(2%$('+3*1",-3%&,$(%&)+'4,-5.%$(
*
! _$!;-1&(,I(!'(!;-5)1%,(&! -1&%'(,)(&!'+!M9!'$,&! 2(&!;>$N5&5L(&! $!1)1!L5,)-1(!;5+-! 2$!
;-(L%R-(! W5%&! I>(]! 2(&!?,+(>'%()1,32* -,%+',-)32! ()! I>(]! 2(&!L$I-5;>$N(&! ?i$N,5,! ()! $2S/!
cBBc=!Hv22(-8e$+X(,X(-N(-! ()! $2S/! cBB@DS!i-wI(!V! '(&! $,$2<&(&! ;$-!L%I-5&I5;%(/! '%WW1-(,)&!
N-5+;(&!5,)!L%&!(,!1*%'(,I(!2$!;-1&(,I(!'(!I(-)$%,(&!;-5)1%,(&!'+!M9!'$,&!2(&!;>$N5&5L(&!
)(22(&! Q+(! 7(IccX! ?6225$))%! ()! $2S/! cB@r=! 4(X-%$,! ()! $2S/! cB@@=! n+! ()! $2S/! cB@rD/!
7(Io@?6I[(-L$,!()! $2S/!cBBb/!cBBo=!i-5)][(!()!$2S/! cB@rD! ()!K7PAB! ?i%5'%,%! $,'!4-(&&a(22/!
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cBBhD!%,'%Q+$,)!Q+(!'(&!;-5)1%,(&!'+!M9!&5,)!-(I-+)1(&!$+!,%*($+!'(!;>$N5&5L(&!?K5+'(!()!
$2S/!cBBb=!e5+-()!()!$2S/!cBBmDS!
Une autre étude a montré que, après internalisation de l’ant%NR,(/! 2(! -1I(;)(+-! $+:!
L$,,5&(&!?HMl4JcBoD!(&)!+X%Q+%)%,<21!;(-L())$,)!2(!-(I-+)(L(,)!'(!'%*(-&!I5L;5&$,)&!'+!
-1)%I+2+L! (,'5;2$&L%Q+(! '$,&! 2(&! I5L;$-)%L(,)&! (,'5&5L$+:! ?x(>,(-! ()! $2S/! cB@@DS! Y,!
déficit en MR dans les DC n’affecte pas la capacité des DC à capturer l’ovalbumine, mais 
'%L%,+(! 2$!;-1&(,)$)%5,!$,)%N1,%Q+(!$+:! 2<L;>5I<)(&!e!4Jhk! ?O+-N'5-W!()!$2S/!cBBo/!cBBrDS!
4(;(,'$,)/! l’implication de MR dans la cross8présentation ne s’applique pas à toutes les 
&5+&8;5;+2$)%5,&!'(!J4/!I$-!2(&!J4!;-1&(,)(&!'$,&!2(&!5-N$,(&! 2<L;>5g'(&!n’expriment pas 
HM!L$%&! &5,)! )5+)! '(!L.L(!(WW%I$I(&! ;5+-! (WW(I)+(-! 2$! I-5&&8;-1&(,)$)%5,! ?7(N+-$! ()! $2S/!
cBBADS!
!
63*2-'1,-+&()%(21(31'7-&%"-%(0/89(
! d2!$!1)1!5X&(-*1!Q+(!2$!)-$,&25I$)%5,!'(&!;-5)1%,(&!(:5NR,(&!()!2$!I-5&&8;-1&(,)$)%5,!&5,)!
%,>%X1(&!;$-! 209:5)5:%,(!6! ! ?%&&+(!'(!@%)3-'2'$#%*#)"30,$'%#D/!+,! &+;;5&1! %,>%X%)(+-!'(&!
composants du réticulum endoplasmique tel que la protéine Sec61 et l’enzyme p97 (ATPase 
;ArD! Q+%! W5,)! ;$-)%(! '(! 2$! L$I>%,(-%(! 9M6J! ?6I[(-L$,! ()! $2S/! cBBb/! cBBo=! x(>,(-! ()! $2S/!
cB@@DS!4(;(,'$,)/!209:5)5:%,(!6!,0(&)!;$&!+,!%,>%X%)(+-!&;1I%W%Q+(!'(!7(Io@!()!;(+)!$*5%-!'(&!
(WW()&! )5:%Q+(&/! (,! ;$-)%I+2%(-! (,! %,>%X$,)! 2$! &<,)>R&(! '(&! ;-5)1%,(&! ?q$)(&! ()! $2S/! cBBoDS!
L’utilisation de siRNA spécifiques des composants de la machinerie ERAD dans l(&!L58J4!
humains a montré que l’enzyme p97, mais pas Sec61 ni Derlin8@/!(&)!%L;2%Q+1(!'$,&!2$!I-5&&8
;-1&(,)$)%5,!;$-!2$!*5%(!I<)5&52%Q+(!?H1,$N(-!()!$2S/!cB@CDS!M1I(LL(,)/!+,(!1)+'(!L5,)-(!
que l’inhibition de la protéine Sec61 par la myolactone (inhibiteur spécifique de Sec61) 
n’affecte pas la capacité des DC à exporter dans le cytosol, mais inhibe la cross8;-1&(,)$)%5,!
;$-!2(&!J4S!J(&!$,$2<&(&!;-5)15L%Q+(&!5,)!L5ntré que l’expression des molécules de classe I 
()! 2$! bc! L%I-5N25X+2%,(! 1)$%(,)! &(,&%X2(&! $+! )-$%)(L(,)! ;$-! 2$! L<52$I)%,(S! ! 4(&! -1&+2)$)&!
&+NNR-(,)!Q+(!7(Io@!$!+,!-t2(!%,'%-(I)!'$,&!2$!I-5&&8;-1&(,)$)%5,!'$,&!2(&!J4!?i-5)][(!()!$2S/!
cB@rD!?G+O'*#!aDS!!
!
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G+O'*#! a!M! "#$! %1061$/),$! (#! &/! 0/%2+)#*+#! 98@B! +06&+-'7$! (/)$! &/! (7O*/(/,+1)! (#$!
6*1,7+)#$K!?7)52]!$,'!n52W/!cB@BD!
!
Z1$,L5%,&/! d’autres études! soutiennent l’idée que des protéines du RE sont impliquées 
dans l’export des antigènes dans le cytosol. Ainsi, la protéine de choc thermique 90 (HSP90) 
;5+--$%)! .)-(! %L;2%Q+1(!'$,&! 2$! )-$,&25I$)%5,!'(&!;-5)1%,(&! %,)(-,$2%&1(&! *(-&! 2(! I<)5&52! ()!
'$,&!2$!I-5&&8;-1&(,)$)%5,S!_$!;-5)1%,(!K7PAB!(&)!I5,,+(!;5+-!&0$&&5I%(-!$+!I5L;2(:(!9M6JS!
d2!$!1)1!5X&(-*1!Q+(!2(&!;-5)1%,(&!(:5NR,(&!%,)(-,$2%&1(&!&(!-(;2%(,)/!+,(!W5%&!'$,&!2(!I<)5&52/!
N-wI(!V! 2$!;-5)1%,(!K7PAB!?i%5'%,%!$,'!4-(&&a(22/!cBBhDS!4(&!-1&+2)$)&!5,)!1)1!I5,W%-L1&! ,$*
B,B'*()!,$*B,("'!I>(]!2$!&5+-%&!K&;AB8[,5I[8out où l’apoptose induite par le +>('+/"'2)*+!'$,&!
2(&!J4!4Jhk!(&)!$2)1-1(/!'(!L.L(!Q+(!2$!I-5&&8présentation d’antigènes solubles ou associés 
$+:! I(22+2(&! ;$-! 2(&! J4! L+-%,(&! ?dL$%! ()! $2S/! cB@@DS! Ces résultats montrent qu’un déficit 
d’expression de HSP90 dans les cellules dendritiques entraîne une diminution dans leur 
capacité à exporter l’antigène v(-&!2(!I<)5&52S!!
!
O%(,! Q+(! 2(&! L521I+2(&! (:$I)(&! %L;2%Q+1(&! '$,&! 2(! )-$,&W(-)! '(! ;-5)1%,(&! *(-&! 2(! I<)5&52!
'5%*(,)! (,I5-(! .)-(! L%(+:! I$-$I)1-%&1(&/! '(&! ;-(+*(&! (:;1-%L(,)$2(&! &+;;21L(,)$%-(&!
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&5+)%(,,(,)! 20%'1(!Q+(!'(&!;-5)1%,(&!'+!M9! &5,)! %L;2%Q+1(&!'$,&! 2(! )-$,&W(-)!'(!;-5)1%,(&!
*(-&!2(!I<)5&52/!I5LL(!Q+(!2$!;-5)1%,(!7(IccX/!+,(!;-5)1%,(!7Z6M9!S!J$,&!2(&!J4!'1W%I%(,)(&!
;5+-!7(IccX/!2(!)-$,&;5-)!'(!;-5)1%,(&!'+!M9!$+:!;>$N5&5L(&!(&)!$2)1-1!()!2(!)-$,&W(-)!'(!b8
2$I)$L$&(!$+!I<)5&52!(&)!$+&&%!'%L%,+1!?4(X-%$,!()!$2S/!cB@@D!?G+O'*#!PDS!
!
/.*,."%()%$(3%3:"1&%$()%$(*71;+$+3%$<%&)+$+3%$(
*
D’autres études suggèrent que l’antigène pourrait être transféré dans le cytosol 
25-&Q+(!2$!L(LX-$,(!'+!;>$N5&5L(!(&)!W-$N%2%&1(S!4(;(,'$,)/!2(&!L1I$,%&L(&!-(&;5,&$X2(&!
'(!2$!'1&)$X%2%&$)%5,!;>$N5&5L$2(!,(!&5,)!;$&!(,I5-(!X%(,!I5L;-%&S!
!
Il a été montré que l’internalisation de certaines particules, telles que des cristaux de silice et 
de sels d’aluminium, fragilise la membrane des phagosomes libérant ainsi les particules dans 
2(!I<)5&52!?K5-,+,N!()!$2S/!cBBhDS!J(!;2+&/!2(!)-$,&W(-)!*(-&!2(!I<)5&52!(&)!'%WW%I%2(!V!$))-%X+(-!V!
2$!L$I>%,(-%(! 9M6J! ;5+-! 2(&!L521I+2(&! )(22(&! Q+(! 2(! +>('+/"'2)* +! ()! 2$!b82$I)$L$&(! '5,)!
l’activité est intacte dans le cytosol. En effet, les protéines qui sont transportées à travers les 
I$,$+:! ;-5)1%Q+(&! '5%*(,)! .)-(! '1,$)+-1(&/! I(! Q+%! ;5+--$%)! %,$I)%*(-! 2(+-! $I)%*%)1!
(,]<L$)%Q+(!?i%5'%,%!$,'!4-(&&a(22/!cBBhDS!!
Y,(! '1&)$X%2%&$)%5,! '(! 2$! L(LX-$,(! $! 1)1! 5X&ervée lors d’une forte production de ROS 
?N1,1-1(!;$-!Z\jcD!'$,&!2(&!J4/!;-5*5Q+$,)!+,(!;(-5:<'$)%5,!2%;%'%Q+(!?i%-5))%/!@AAhD/!+,(!
-1$I)%5,!(,!I>$u,(!;(-)+-X$,)!2$!L(LX-$,(!'(&!;>$N5&5L(&/!I(!Q+%!V!&5,!)5+-!(,)-$u,(!+,(!
W+%)(!'0$,)%NR,(!*(-&! 2(!I<)5&52! ?4a%[2%[!$,'!E+,Na%-)>/!cB@B=!_(%X5a%)]!$,'!E5>,&5,/!@Ar@=!
n5,N89[[$X+)! ()! $2S/! cBBrD! ?G+O'*#! bDS! _$!L521I+2(! M\7! ;-5'+%)(! ;$-!Z\jc! (&)! %L;2%Q+1(!
'$,&!2$!-1N+2$)%5,!'+!;K!'$,&!2(&!I5L;$-)%L(,)&!;>$N5&5L$+:!?IW!;$-)%(!-1N+2$)%5,!'+!;KD/!
()!+,(!%,>%X%)%5,!'(!2$!;-5'+I)%5,!'(!M\7!'$,&!2(&!I(22+2(&!'(,'-%)%Q+(&!(L;.I>(!2$!W+%)(!'(!
l’antigène de l’endosome vers le cytosol mais altère aussi la cross8;-1&(,)$)%5,S! _(&!
5X&(-*$tions sont les mêmes lorsque les DC sont traitées avec du peroxyde d’hydrogène 
?Kc\cD/!Q+%!(,)-$u,(!+,(!-+;)+-(!'(!2$!L(LX-$,(!'(&!(,'5&5L(&!()!I5,'+%)!V!+,!-(2$-N$N(!
'(!2<&5]<L(&!'$,&!2(!I<)5&52!?J%,N`$,!()!$2S/!cB@oDS!
Chez la souris et chez l’homme, un déficit en NOX2 entraîne une diminution de l’export de 
l’antigène vers le cytosol et altère la capacité des DC à cr5&&8;-1&(,)(-S! 4>(]! 2(&! ;$)%(,)&!
$))(%,)&! '(! N-$,+25L$)5&(! I>-5,%Q+(/! +,! '%&W5,I)%5,,(L(,)! '(! Z\jc! (,)-$u,(! ,5,!
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&(+2(L(,)!+,(!$+NL(,)$)%5,!'+!;K!I5LL(!'1I-%)!;-1I1'(LL(,)!L$%&!%,'+%)!1N$2(L(,)!2(!
-(2$-N$N(! '(&! $,)%NR,(&! ;5+-! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 5:<'$)%5,! '%-(I)(! '(&! 2%;%'(&!
(,'5&5L$+:! ?J%,N`$,!()!$2S/!cB@oDS!4(I%!I5,&)%)+(!+,(!,5+*(22(! W5,I)%5,!I(22+2$%-(!;5+-! 2(&!
L521I+2(&! M\7! '$,&! 2$! -1N+2$)%5,! '(&! -1;5,&(&! %LL+,%)$%-(&! I5,)-(! 2(&! ;$)>5NR,(&! ()! 2(!
I$,I(-!?J%,N`$,!()!$2S/!cB@oDS!_$!-+;)+-(!'(&!L(LX-$,(&!'+!;>$N5&5L(!;(+)!.)-(!+,!L5<(,!
(WW%I$I(!'0%,)-5'+%-(!20$,)%NR,(!'$,&!2$!*5%(!'+!4HK!'(!I2$&&(!dS!
 
G+O'*#!b!M!8'6,'*#!(#!&/!0#0V*/)#!('!62/O1$10#!6/*!8F?K!Y,(!W5-)(!;-5'+I)%5,!'(!M\7!;$-!
Z\jc!;-5*5Q+(!2$!;(-5:<'$)%5,!'(&!2%;%'(&!'(!2$!L(LX-$,(!;>$N5&5L$2!()!2$!W+%)(!'(&!$,)%NR,(&!5+!
I5L;5&$,)&!'+!;>$N5&5L(!*(-&!2(!I<)5&52S!
!
Enfin, il a été montré que l’enzyme IGTP (JN<7,$-3+,=1)* M:7")%,-)$(* I!@#%)D! ;5+--$%)! .)-(!
%L;2%Q+1(! '$,&! 2$! I-5&&8;-1&(,)$)%5,! ?O5+N,R-(&! ()! $2S/! cBBADS! dieP! (&)! ;-1&(,)(! '$,&! 2(&!
I5-;&!2%;%'%Q+(&!?5+!1,&,-*='->O*LHD/!()!2(!M9S!922(!$!;5+-!-t2(!'(!-1N+2er l’accumulation des LB 
dans les DC. Il a été observé qu’un déficit ou une inhibition de IGTP diminue la formation de 
_O!'$,&!2(&!J4!()!$2)R-(!2(+-!I$;$I%)1!V!I-5&&8;-1&(,)(-S!J(!;2+&/!2$!W5,I)%5,!'(&!J4!V!I-5&&8
;-1&(,)(-!(&)!-1)$X2%(!25-&Q+(!2(!NR,(!Q+%!I5'(!dieP!(&)!-1%,)-5'+%)!'$,&!2(&!J4S!4(&!-1&+2)$)&!
&+NNR-(,)!Q+(! 2(&! I5-;&! 2%;%'%Q+(&!5,)!+,! -t2(!'$,&! 2$! I-5&&8;-1&(,)$)%5,S!4(;(,'$,)/! -%(,!
n’indique que IGTP favorise la cross8;-1&(,)$)%5,! V! )-$*(-&!+,(!'1&)$X%2%&$)%5,! '%-(I)(! '(&!
L(LX-$,(&!;>$N5&5L$2(&!;(-L())$,)! 2$!'12%*-$,I(!'0$,)%NR,(!$+!I<)5&52S!JR&! 25-&/! 2(!-t2(!
'(&!I5-;&!2%;%'%Q+(&!'$,&!2$!I-5&&8;-1&(,)$)%5,!-(&)(!(,I5-(!V!12+I%'(-S!
!
!
!
!"#$
%"&
%'()'*+,-+,./,0+01*/2+,-',(3/45650+
73/45650+
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QK B7O*/(/,+1)!(#$!/),+OR)#$!!
QKNK B/)$!&/!31+#!%5,1$1&+-'#!
J$,&!2$!*5%(!I<)5&52%Q+(/!2(&!;-5)1%,(&!)-$,&W1-1(&!'$,&!2(!I<)5&52!&5,)!'1N-$'1(&!;$-!
le protéasome avant d’être transloquées vers le RE ou les endosomes/phagosomes 
?#5,)(,($+!()!$2S/!cBBb=!i+(-L5,;-(]!()!$2S/!cBBbDS!
_(!;-5)1$&5L(!?5+!;-5)1$&5L(!co7D!(&)!+,(!;-5)1$&(!L+2)%I$)$2<)%Q+(!Q+%!$!+,(!&)-+I)+-(!
I<2%,'-%Q+(! $&&(LX21(! ;$-! '(! L+2)%;2(&! ;-5)1%,(&! ?'$! #5,&(I$! ()! $2S/! cB@cDS! 922(! (&)!
constituée d’au moins 45 c>$%,(&! ;52<;(;)%'%Q+(&/! Q+%! '1N-$'(! 2(&! ;-5)1%,(&! ;$-! +,!
mécanisme nécessitant l’hydrolyse d’ATP ?4%(I>$,5*(-! ()! $2S/! cB@cDS! 922(&! N1,R-(,)! '(&!
fragments d’une longueur de 4 à 15 résidus qui pourront se fixer dans le sillon peptidique 
'(&!L521I+2(&!'(!4HK8dS!?M5I[!()!$2S/!@AACD!?G+O'*#!PDS!
!
J(! ,5LX-(+&(&! 1)+'(&! 5,)! ;(-L%&! '(!L())-(! (,! 1*%'(,I(! 2(! -t2(! '+! ;-5)1$&5L(! '$,&! 2$!
I-5&&8;-1&(,)$)%5,S!9,!(WW()/!2$!I-5&&8;-1&(,)$)%5,!'(&!J4!L+-%,(&!5+!>+L$%,(&!(&)!%,>%X1(!
$;-R&! )-$%)(L(,)! $*(I! '(&! %,>%X%)(+-&! '+! ;-5)1$&5L(! )(2&! Q+(! 2$! 2$I)$I<&)%,(! 5+! Hi@bc!
?s5*$I&5*%I&8O$,[5a&[%! $,'! M5I[/! @AAm=! s+X%I][5*$! ()! $2S/! cB@C=! 7>(,! ()! $2S/! @AArD!
I5,W%-L$,)! Q+(! 2(! ;-5)1$&5L(! (&)! ,1I(&&$%-(! ;5+-! N1,1-(-! 2(&! ;(;)%'(&! ;5+-! 2$! I-5&&8
;-1&(,)$)%5,!;$-!2$!*5%(!I<)5&52%Q+(S!
!
QKPK B/)$!&/!31+#!3/%'1&/+*#!
_$! I$)>(;&%,(! 7! $! 1)1! %'(,)%W%1(! I5LL(! 1)$,)! 2$! ;-5)1$&(! %L;2%Q+1(! '$,&! 2$! I-5&&8
;-1&(,)$)%5,!?7>(,!()!$2S/!cBBCDS!922(!(&)!&(,&%X2(!$+:!%,>%X%)(+-&!'(!;-5)1$&(&!?2(+;(;)%,(!5+!
2$!I>25-5Q+%,(D!?4>$;L$,!()!$2S/!@AAr=!F%22$'$,N5&!()!$2S/!@AAADS!Il a été montré qu’un déficit 
(,! I$)>(;&%,(! 7! '$,&! 2(&! L$I-5;>$N(&! ()! 2(&! J4! %,>%X(! 2$! I$;$I%)1! '(&! 4P6! V! ;-1&(,)(-!
l’ovalbumine aux lymphocytes T CD8k. En revanche, l’absence des cathepsines B, L ou D 
n’affecte pas la capacité des CPA à présenter l’antigène que ce soit par la voie cytosolique ou 
*$I+52$%-(!?4>(,!$,'!E5,'$2/!cBBh=!7>(,!()!$2S/!cBBCDS!(
4(;(,'$,)/!2(!-t2(!'(!2$!I$)>(;&%,(!7!'$,&!2$!N1,1-$)%5,!'(!;(;)%'(&!;5+-!.)-(!$;;-.)1&!$+:!
4HK8I n’est pas très bien compris. L’hypothèse est que la I$)>(;&%,(!7!(&)!;-5X$X2(L(,)!2$!
&(+2(!;-5)1$&(!$I)%*(!'$,&!+,!(,*%-5,,(L(,)!V!;K!$2I$2%,! ?4>$;L$,!()!$2S/!@AAr=!7>%!()!$2S/!
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@AAcD!$25-&!Q+(!2(&!$+)-(&!I$)>(;&%,(&!-(Q+%R-(,)!+,!;K!$I%'(!;5+-!.)-(!$I)%*(&!?F%22$'$,N5&!
()!$2S/!@AAAD!?G+O'*#!QDS!!
d2!$!1)1!;-5;5&1!Q+(!2(!I>5%:!'(!2$!*5%(!I<)5&52%Q+(!;$-!-$;;5-)!V! 2$!*5%(!*$I+52$%-(!;5+-!2$!
I-5&&8;-1&(,)$)%5,!&5%)!'%I)1!;$-! 2$!W5-L(!'(!20$,)%NR,(S!9,!(WW()/! %2!$!1)1!'1L5,)-1!I>(]! 2$!
&5+-%&/! Q+(! 2(&! OHJ4! I-5&&8;-1&(,)(,)! 2(&! $,)%NR,(&! '1-%*1&! '(! !'C'&1#%2#* 0'$-,,! ;$-! 2$!
*5%(!I<)5&52%Q+(!()!2(&!$,)%NR,(&!'1-%*1&!'(!2$!_(%&>L$,%$!;$-!2$!*5%(!*$I+52$%-(!?O(-)>52()!()!
$2S/! cBBoDS! J(! ;2+&/! %2! $! 1)1! -$;;5-)1! Q+(! 2$! I-5&&8présentation d’un antigène modèle 
?'%;$2L%)5<2$)('D! ;$-! 2(&! OHJ4! (&)! %,'1;(,'$,)(! '(! e6PS! 9,! -(*$,I>(/! 2$! W5-L(! ,5,!
conjuguée de l’antigène modèle est cross8;-1&(,)(-! ;$-! 2$! *5%(! I<)5&52%Q+(! ?7>(,! ()! $2S/!
cB@CDS! 9,! $II5-'! $*(I! I(2$/! %2! $! 1)1! L5,)-1! Q+(! 2(&! ;J4! >+L$%,(&! I-5&&8;-1&(,)(,)! 2(&!
$,)%NR,(&! &52+X2(&! ()! $&&5I%1&! $+:! I(22+2(&! ;$-! 2$! *5%(! I<)5&52%Q+(! ?K5(WW(2! ()! $2S/! cBBr=!
7(N+-$! ()! $2S/! cB@b$D! L$%&! +)%2%&(,)! 2$! *5%(! *$I+52$%-(! ;5+-! I-5&&8;-1&(,)(-! '(&! $,)%NR,(&!
*%-$+:! ?J%!P+II>%5!()!$2S/!cBBhDS!J(!;2+&/! 2(&!IJ4@!>+L$%,(&!I-5&&8;-1&(,)(,)! 2(&!$,)%NR,(&!
&52+X2(&!(,!+)%2%&$,)!2$!*5%(!I<)5&52%Q+(!?4>%$,N!()!$2S/!cB@o=!E5,NX25('!()!$2S/!cB@B=!7(N+-$!()!
$2S/! cB@b$D!L$%&! 2$! I-5&&8;-1&(,)$)%5,! '(&! I5L;2(:(&! %LL+,&! (&)! %,>%X1(! V! 2$! W5%&! ;$-! 2(&!
%,>%X%)(+-&!'+!;-5)1$&5L(!()!'(&!;-5)1$&(&!2<&5&5L$2(&!?#2%,&(,X(-N!()!$2S/!cB@cDS!
!
4(;(,'$,)/!2(&!L1I$,%&L(&!Q+%!'%I)(,)!2(!I>5%:!'(!2$!*5%(!'(!I-5&&8;-1&(,)$)%5,!-(&)(,)!L$2!
I5L;-%&S!
 
SK !;2/*O#0#),!/'T!01&7%'&#$!('!;:L!(#!%&/$$#!<!
4.1. :7%/)+$0#!O7)7*/&!(#!%2/*O#0#),!/'T!;:L!<!W6*7$#),/,+1)!(+*#%,#X!
_$! )-$,&25I$)%5,! '(&! ;(;)%'(&! $,)%N1,%Q+(&! *(-&! 2(! M9! (&)! ;-%&(! (,! I>$-N(! ;$-! 2(!
)-$,&;5-)(+-!e6P!$&&5I%1!V!+,!)-$,&;5-)(+-!6eP!'1;(,'$,)!?4-(&&a(22!()!$2S/!@AAADS!Y,(!W5%&!
l’antigène transporté dans le réticulum endoplasmique, les peptides peuvent subir une 
+2)%L(! 1)$;(! ;-5)152<)%Q+(! ;$-! '(&! $L%,5;(;)%'$&(&! 9M6P@lc! ?)$-'&1#%2,+* ")(,+3132*
#2,$'&)&(,-#%)*456D!?M5I[!()!$2S/!cBBCD!afin d’obtenir des peptides d’une longueur optim$2(!
?(,)-(! h8A! $I%'(&! $L%,1&D! ;5+-! &(! W%:(-! '$,&! 2(! &%225,! ;(;)%'%Q+(! '(&! L521I+2(&! 4HK8d!
?K$LL(-!()!$2S/!cBBo=!7$*($,+!()!$2S/!cBBm=!q5-[!()!$2S/!cBBcDS!
La formation d’un complexe entre un peptide et une molécule CMH8I implique l’action de 
Q+$)-(! ;-5)1%,(&! I>$;(-5,,(&! '%WW1-(,)(&! '5,)! 2(&! 2(I)%,(&! ?I$2,(:%,(/! I$2-1)%I+2%,(D/!
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l’enzyme ERp57 et la tapasine. Le complexe de chaines lourdes et légères des molécules du 
4HK! &5,)! $,I-1&! $+:! ;5L;(&! e6P! ;$-! +,(! %,)(-$I)%5,! ,5,! I5*$2(,)(! $*(I! 2$! ;-5)1%,(!
I>$;(-5,,(/!)$;$&%,(S!L’association des chaînes lourdes HLA avec la βc8microglobuline (β2m) 
est accompagnée par le remplacement de la calnexine par la calréticuline, et l’enzyme 
9M;mr/! Q+%! (&)! +,(! 5:<'5-1'+I)$&(! Q+%! W5-L(! '(&! ;5,)&! '%&+2W+-(&! $*(I! 2$! )$;$&%,(!
?6I[(-L$,! ()! $2S/! cBBb=! 4-(&&a(22! ()! $2S/! @AAADS! _$! )$;$&%,(! (&)! +,(! ;-5)1%,(!
)-$,&L(LX-$,$%-(/! (22(! %,)(-$N%)! (,&+%)(! $*(I! 2$! ;-5)1%,(! e6P! ()! ;(-L()! l’association des 
W-$NL(,)&!;(;)%'%Q+(&!$+:!L521I+2(&!'+!4HK8d!?G+O'*#![DS!
!
!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
G+O'*#! [!M! ;2/*O#0#),! (#$! 6#6,+(#$! /),+O7)+-'#$! /'T! ;:L! (#! %&/$$#! <K! _(&! ;(;)%'(&! &5,)!
)-$,&25Q+1&!'$,&!2(!M9!*%$!2(&!)-$,&;5-)(+-&!e6PS!J$,&!2(!M9/!2(&!;(;)%'(&!&5,)!V!,5+*($+:!'1N-$'1&!
;$-!'(&!$L%,5;(;)%'$&(&/!9M6P@!()!9M6Pc!()!&5,)!I>$-N1&!&+-!2(&!L521I+2(&!'+!4HK!'(!I2$&&(!d!$*(I!
20$%'(!'+!I5L;2(:(!'(!I>$-N(L(,)!;(;)%'%Q+(!?e$;$&%,(/!9M;mr/!bcL/!2$!I$2,(:%,(!()!2$!I$2-1)%I+2%,(DS!
6X-1*%$)%5,&!f!4Zj/!4$2,(:%,(!=!4Me/! ?4$2-1)%I+2%,(D!=!b2m, βc8L%I-5N25X+2%,(DS!6'$;)1!'(! ?O$'-%,$)>!
()!$2S/!cB@CDS!
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4.2. >*/)$61*,! (#$! 6#6,+(#$! 61'*! &/! %*1$$46*7$#),/,+1)!M! *7,+%'&'0!
#)(16&/$0+-'#!3#*$'$!62/O1$10#$!!
!
_(&! ;(;)%'(&! N1,1-1&! '$,&! 2(! I<)5&52! &5,)! )-$,&;5-)1&! *(-&! 2(! M9! N-wI(! $+!
)-$,&;5-)(+-! e6PS! P$-! 2$! &+%)(/! )5+)(&! 2(&! 1)$;(&! &+X&1Q+(,)(&! &5,)! (&&(,)%(22(L(,)! 2(&!
L.L(&!Q+(!I(22(&!;5+-!2$!;-1&(,)$)%5,!$+:!4HK8d!'(&!$,)%NR,(&!(,'5NR,(&S!
4(;(,'$,)/!I(-)$%,&!;>$N5&5L(&!I5,)%(,,(,)!$+&&%!2(!)-$,&;5-)(+-!e6P!?K5+'(!()!$2S/!cBBbD!
I(!Q+%!&+NNR-(!Q+(!I(-)$%,&!$,)%NR,(&/!$;-R&!'1N-$'$)%5,!'$,&!2(!I<)5&52/!;+%&&(,)!-()5+-,(-!
'$,&! 2(&! ;>$N5&5L(&S! d2! $! 1N$2(L(,)! 1)1! '1L5,)-1! Q+(! I(2$! ;(+)! &(! ;-5'+%-(! '$,&! '(&!
;>$N5&5L(&! %&521&! ?6I[(-L$,!()!$2S/!cBBbDS!Cependant, il n’est pas exclu que l’importation 
'(&!;(;)%'(&!'$,&! 2(&!;>$N5&5L(&!;+%&&(!.)-(! %,'1;(,'$,)(!'(!e6P! ?_$a$,'!()!$2S/!cB@oD!
?G+O'*#!PDS!
J(! ,5LX-(+&(&! 1)+'(&! 5,)! '1L5,)-1! Q+(! 2$! X-1W(2'%,(! 6/! +,! %,>%X%)(+-! '+! )-$W%I! '(!
;-5)1%,(&!'+!M9!V!l’appareil de Golgi, affecte la capacité des DC à cross8;-1&(,)(-!?#5,)(,($+!
()!$2S/!cBBb=!K$$,!()!$2S/!cBBB=!s5*$I&5*%I&8O$,[5a&[%!$,'!M5I[/!@AAm=!Z5-X+-<!()!$2S/!@AArD/!
%,'%Q+$,)!Q+(!2(!I>$-N(L(,t des peptides s’opère dans le RE pour la cross8;-1&(,)$)%5,S!!
i1,1-$2(L(,)/!2(&!;(;)%'(&!)-$,&;5-)1&!;$-!e6P!*(-&!2(!M9!;-1&(,)(,)!&5+*(,)!+,(!&1Q+(,I(!
'0$I%'(&! $L%,1&! ;2+&! 25,N+(! Q+(! I(22(! 5;)%L$2(! ;5+-! 2(! I>$-N(L(,)! '+! 4HK! '(! I2$&&(! d!
?4$&I%5!()!$2S/!cBB@DS!J$,&!I(!I$&/!2(&!;(;)%'(&!&+X%&&(,)!+,(!+2)%L(!1)$;(!;-5)152<)%Q+(!;$-!
2(&!$L%,5;(;)%'$&(s ERAP1/2 afin d’obtenir des peptides d’une longueur optimale pour se 
W%:(-!'$,&!2(!&%225,!;(;)%'%Q+(!'(&!L521I+2(&!4HK8d!?K$LL(-!()!$2S/!cBBo=!M5I[!()!$2S/!cB@B=!
7$*($,+!()!$2S/!cBBm=!7(-a52'!()!$2S/!cBBc=!q5-[!()!$2S/!cBBcDS!J(&!1)+'(&!L5,)-(,)!I>(]!2(&!
&5+-%&! '1W%I%(,)(&! (,! 9M6P!+,(! $2)1-$)%5,! '(! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 2(&! J4! ?#%-$)! ()! $2S/!
cBBr=!q$,!()!$2S/!cBBoD/!I(!Q+%!&+NNR-(!Q+(!2(!I>$-N(L(,)!'(&!;(;)%'(&!$+:!4HK8d!(&)!-1$2%&1!
'$,&!2(!M9!?G+O'*#!PDS!!
!
Il a été proposé qu’un memb-(!'(!2$!W$L%22(!'(&!$L%,5;(;)%'$&(&!"!dM6P!3!?,$%31,$7")031#()-*
#2,$'&)&(,-#%)D! ;+%&&(! .)-(! %L;2%Q+1(! '$,&! 2$! I-5&&8;-1&(,)$)%5,S! 45,)-$%-(L(,)! V! 9M6P/!
IRAP est localisée dans des compartiments endosomaux. Il a été observé qu’une délétion ou 
+,(!%,>%X%)%5,!'(!dM6P!$2)R-(!2$!I-5&&8;-1&(,)$)%5,!'(&!$,)%NR,(&!&52+X2(&!()!;$-)%I+2$%-(&!;$-!
2(&! J4! ?7$*($,+! ()! $2S/! cBBA/! cB@b=! n(%L(-&>$+&! ()! $2S/! cB@cD/! I(! Q+%! &+NNR-(! Q+(! 2(!
I>$-N(L(,)! '(&! ;(;)%'(&! $+:! L521I+2(&! '+! 4HK8d! $! 2%(+! '$,&! 2(&! ;>$N5&5L(&S! J0$+)-(&!
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-1&+2)$)&!&5+)%(,,(,)!I(!I5,I(;)S!9,!(WW()/! %2!$!1)1!L5,)-1!Q+(! 2(!I5L;2(:(!4HK8dl;(;)%'(!
?\F6D!(&)!;-1&(,)!'$,&! 2(! I5L;$-)%L(,)!;>$N5&5L$2! ?6I[(-L$,!()!$2S/!cBBo=!O$&>$!()!$2S/!
cBBh=!O+-N'5-W!()!$2S/!cBBh=!i+(-L5,;-(]!()!$2S/!cBBbDS!!
J(!;2+&/! '$,&! 2(&! OHJ4!()! 2(&!L58J4!>+L$%,(&/! 2$!L$I>%,(-%(! '(! N2<I5&<2$)%5,!'+!M9! (&)!
-(I-+)1(!'$,&!2(&!;>$N5&5L(&/!I(!Q+%!(&)!L%&!(,!1*%'(,I(!;$-!2$!Z8N2<I5&<2$)%5,!'(!;(;)%'(&!
%,)(-,$2%&1&!?6I[(-L$,!()!$2S/!cBBo=!4(X-%$,!()!$2S/!cB@@DS!
d2!$!1N$2(L(,)!1)1!L5,)-1!Q+(!2$!L$)+-$)%5,!'(&!;>$N5&5L(&!(&)!-()$-'1(!I>(]!2(&!OHJ4!()!
2(&!&5+-%&!'1W%I%(,)(&!(,!dieP!?%L;2%Q+1(!'$,&!2$!W5-L$)%5,!'(&!I5-;&!2%;%'%Q+(&D/!(,)-$%,$,)!
+,(! '%L%,+)%5,! '(! 2$! I$;$I%)1! '(&! J4! ,$* B,("'! ()! ,$* B,B'! V! I-5&&8;-1&(,)(-! '(&! $,)%NR,(&!
;$-)%I+2$%-(&!?O5+N,R-(&!()!$2S/!cBBADS!
!
9,W%,/!2$!;-5)1%,(!7Z6M9!7(IccX!`5+(!+,!-t2(!'$,&!2$!I-5&&8;-1&(,)$)%5,S!4())(!;-5)1%,(!(&)!
;-1&(,)(!'$,&!2(!I5L;$-)%L(,)!%,)(-L1'%$%-(!'+!-1)%I+2+L!(,'5;2$&L%Q+(8i52N%!?9Mid4D!()!
(&)!%L;2%Q+1!'$,&!2(&!%,)(-$I)%5,&!M98;>$N5&5L(!(,!&(!2%$,)!$*(I!2$!&<,)$:%,(!C!?4(X-%$,!()!
$2S/! cB@@DS! Un déficit d’expression de Sec22b par les cellules dendritiques entraîne une 
'1N-$'$)%5,! -$;%'(! '(&! $,)%NR,(&! '$,&! 2(! I5L;$-)%L(,)! (,'5&5L$2/! I5,'+%&$,)! V! +,(!
%,>%X%tion de l’export de l’antigène au cytosol et de l’efficacité à cross8;-1&(,)(-S!
M1I(LL(,)/!%2!$!1)1!'1L5,)-1/!,$*B,B', qu’un déficit en Sec22b par 2(&!I(22+2(&!'(,'-%)%Q+(&!
(,)-$u,(!+,(!'%L%,+)%5,!'(!2$!I$;$I%)1!'(&!J4!V!I-5&&8;-1&(,)(-!()!V!%,'+%-(!+,(!-1;5,&(!e!
4Jhk! I<)5)5:%Q+(! I5,)-(! 2(&! I(22+2(&! ,1I-5)%Q+(&! ()! '(&! )+L(+-&! ?6225$))%! ()! $2S/! cB@rDS!
4(;(,'$,)! 2(! -t2(! '(! 7(IccX! '$,&! 2$! I-5&&8;-1&(,)$)%5,! -(&)(! I5,)-5*(-&1/! I$-! +,(! $+)-(!
étude récente a montré que l’inhibition de Sec22b dans les DC spléniques et les BMDC 
n’affecte pas leur capacité à cross8;-1&(,)(-!'(&!$,)%NR,(&!&52+X2(&!()!;$-)%I+2$%-(&! ?n+!()!
$2S/!cB@rDS!
!
!En résumé, la protéine Sec22b, en plus de son rôle dans l’export des antigènes exogènes au 
I<)5&52/! (&)! ;-5X$X2(L(,)! %L;2%Q+1(! '$,&! 2(! )-$,&;5-)! '(&! ;-5)1%,(&! '+! M9! *(-&! 2(&!
;>$N5&5L(&S!Z1$,L5%,&/! 2(! -t2(!'(! 2$! ;-5)1%,(! 7(IccX! '$,&! 2$! I-5&&8;-1&(,)$)%5,! -(&)(! V!
.)-(!I5,W%-L1!?G+O'*#!\DS!
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G+O'*#! \!M! 8#%*',#0#),! (#$! %1061$/),$! ('! 89! /'T! 62/O1$10#$! 6/*! ?#%PPK! _$! ;-5)1%,(!
7Z6M9! 7(IccX! (&)! %L;2%Q+1(! '$,&! 2(&! %,)(-$I)%5,&! M98;>$N5&5L(! (,! &(! 2%$,)! $*(I! 2$! &<,)$:%,(! CS!
6'$;)1!'(!?4(X-%$,!()!$2S/!cB@@DS!
!
4.3. >*/..+%! (#$! 01&7%'&#$! ;:L4<! 3#*$! &#$! #)(1$10#$! 61'*! &/! %*1$$4
6*7$#),/,+1)!
!
P5+-! N1,1-(-! '(&! I5L;2(:(&! ;(;)%'(84HK! '(! I2$&&(! d! '$,&! 2(! I5L;$-)%L(,)!
(,'5I<)$%-(/!2(&!L521I+2(&!'+!4HK8d!'5%*(,)!.)-(!'$,&!2(!;>$N5&5L(!()!l!5+!2(&!(,'5&5L(&S!
_0+,! '(&! L5<(,&! ;$-! 2(&Q+(2&! 2(&! L521I+2(&! '+! 4HK8d! ;(+*(,)! .)-(! -(I-+)1(&! '$,&! 2(&!
(,'5&5L(&!()!2(&!;>$N5&5L(&!(&)!2(!-(I<I2$N(!V!;$-)%-!'(!2$!&+-W$I(!I(22+2$%-(! ?O$&>$!()!$2S/!
cBBh=!_%]1(!()!$2S/!cBBb=!M$L$I>$,'-$!()!$2S/!@AAhDS!
_$!I-5&&8;-1&(,)$)%5,!;$-!2$!*5%(!I<)5&52%Q+(!(&)!%,>%X1(!25-&Q+(!2(&!J4!&5,)!)-$%)1(&!$*(I!'(!
2$! ;-%L$Q+%,(/! +,! %,>%X%)(+-! '+! -(I<I2$N(!'(&! 4HK8d! '$,&! 2(&! (,'5&5L(&! ?O+-N'5-W! ()! $2S/!
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cBBhD/!I(!Q+%!&+NNR-(!Q+(!2(!-(I<I2$N(!'(&!L521I+2(&!4HK8d!'(;+%&! 2$!&+-W$I(!I(22+2$%-(!(&)!
%L;5-)$,)!;5+-!2$!I-5&&8;-1&(,)$)%5,S!J$,&!2(&!;J4!>+L$%,(&/!2$!;-1&(,I(!'(&!L521I+2(&!'(!
4HK8d! '$,&! 2(&! ;>$N5&5L(&! $! 1)1! I5,W%-L1(! ;$-!L%I-5&I5;%(S!J$,&! I())(! 1)+'(/! 2$! I-5&&8
;-1&(,)$)%5,!'(&!$,)%NR,(&!*%-$+:!;$-! 2(&!;J4!(&)!$2)1-1(!$;-R&!)-$%)(L(,)!V! 2$!;-%L$Q+%,(!
?J%!P+II>%5!()!$2S/!cBBhDS!
!
D’autres molécules impliquées dans le recyclage des L521I+2(&! '+! 4HK8d! '$,&! 2(&!
(,'5&5L(&! &5,)! %L;5-)$,)(&! ;5+-! 2$! I-5&&8;-1&(,)$)%5,/! )(22(&! Q+(! 2(&! L521I+2(&! M$XbX/!
M$XbI!()!M$XccX/! ?4(X-%$,!()!$2S/!cB@o=!n(%N(-)!()!$2S/!cBBC=!x5+!()!$2S/!cBBADS!J(!;2+&/! %2!$!
1)1! 5X&(-*1! Q+(! 2(&! L521I+2(&! '+! 4HK8d! &5,)! ;-1&(,)(&! '$,&! 2(&! (,'5&5L(&! -(I<I21&!
M$X@@$k!?G+O'*#!P!#,!QDS!_$!&%N,$2%&$)%5,!;$-!2(&!e_M!%,'+%)!2(!)-$,&;5-)!'(!HK48d!;$-!7Z6Pcb!
?+,(!;-5)1%,(!'(!)-$,&;5-)!*1&%I+2$%-(D!'(&!*1&%I+2(&!'(!-(I<I2$N(!*(-&!2(&!;>$N5&5L(&!?Z$%-8
i+;)$!()!$2S/!cB@CD!?G+O'*#!PDS!Y,(!'121)%5,!'(!H<'hh!5+!M$X@@$!%,>%X(!2(!)-$WW%I!'(&!4HK8d!
()!2$!I-5&&8;-1&(,)$)%5,!'(&!$,)%NR,(&!$&&5I%1&!$+:!e_MS!
!
Y,!$+)-(!L1I$,%&L(!;5)(,)%(2!(&)!2(!)-$W%I!'(&!L521I+2(&!'+!4HK!d!'%-(I)(L(,)!'+!M9!*(-&!
2(&!(,'5&5L(&l;>$N5&5L(&S!d2!$!1)1!;-5;5&1!Q+(!4JrC/!2$!I>$u,(!%,*$-%$,)(/!(&)!%L;2%Q+1(!
'$,&! 2(! )-$,&;5-)! '%-(I)! '(!L521I+2(&! '+! 4HK8d! ,5+*(22(L(,)! &<,)>1)%&1(&!'+!M9! *(-&! 2(&!
I5L;$-)%L(,)&! (,'5I<)$%-(&! ?G+O'*#! PDS! 9,! (WW()/! 2$! I-5&&8;-1&(,)$)%5,! '(&! $,)%NR,(&!
&52+X2(&! ()! I(22+2$%-(&! (&)! &1*R-(L(,)! '%L%,+1(! '$,&! 2(&! OHJ4! ()! 2(&! J4! &;21,%Q+(&!
déficientes en CD74, mais une reconstitution de l’expression de CD74 dans ces DC rétablit 
2(+-! I$;$I%)1! V! I-5&&8;-1&(,)(-! ?O$&>$! ()! $2S/! cB@cDS! _(! -t2(! '(! 4JrC! '$,&! 2$! I-5&&8
;-1&(,)$)%5,! (&)! I5,)-5*(-&1/! I$-! %2! $! 1N$2(L(,)! 1)1!L5,)-1!Qu’un déficit d’expression de 
CD74 n’affecte pas la capacité des mo8J4! >+L$%,(&/! '%WW1-(,I%1&! %,! *%)-5! (,! ;-1&(,I(! '(!
iH847#ld_C/!V!I-5&&8;-1&(,)(-!?H$!()!$2S/!cB@oDS!4(!Q+%!&+NNR-(!Q+(!2(&!L58J4!iH47#ld_C/!
I5,)-$%-(L(,)!$+:!OHJ4!()! 2(&!J4!&;21,%Q+(&/!,(!I>$-N(,)!;$&! 2(&!;(;)%'(&!$+:!L521I+2(&!
'+!4HK8d!;-5*(,$,)!'+!M9S!J(!;2+&/!A#*)(*#1!5,)!5X&(-*1!Q+(!2$!;-%L$Q+%,(/!Q+%!X25Q+(!2(!
-(I<I2$N(!'(&!L521I+2(&!'+!4HK8I, n’impacte pas la capacité des mo8J4!>+L$%,(&!V!I-5&&8
;-1&(,)(-S!J$,&!I(!I$&/!%2!(&)!'5,I!;-5X$X2(!Q+(!2(&!L521I+2(&!'+!4HK8d!;-1&(,)(&!'$,&!2(&!
;>$N5&5L(&! ,(! ;-5*%(,,(,)! ;$&! '(! 2$! &+-W$I(! I(22+2$%-(! L$%&! '(! L521I+2(&! '(! 4HK8d!
,5+*(22(L(,)! W5-L1(&! ?H$! ()! $2S/! cB@oDS! 4(&! -1&+2)$)&! &+NNR-(,)! Q+(! 2(&!L58J4! I>$-N(,)!
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2(+-!;(;)%'(!$+:!L521I+2(&!'+!4HK8d!,5+*(22(L(,)!&<,)>1)%&1(&/!;$-!1I>$,N(!'(!;(;)%'(&!
'$,&!'(&!*1&%I+2(&!'%&)%,I)(&!'+!M9!()!'+!-(I<I2$N(!'(!2$!L(LX-$,(!;2$&L%Q+(S!
!
J$,&! 2(! M9/! 2(&! L521I+2(&!HK48d! "!*%'(&!3! &5,)! &)$X%2%&1(&! ;$-! 2(&! ;-5)1%,(&! I>$;(-5,,(&!
`+&Q+0V! I(! Q+0(22(&! &(! 2%(,)! $+! ;(;)%'(S! _(&!L521I+2(&! '(! 4HK8d! '$,&! 2(&! (,'5&5L(&! &5,)!
instables avant l’acquisition de peptides pour la cross8;-1&(,)$)%5,!?_`+,NN-(,!()!$2S/!@AABDS!d2!
$! 1)1! ;-5;5&1! Q+(! 2(&! L521I+2(&! '+! 4HK8d! )-$,&;5-)1(&! *(-&! 2(&! ;>$N5&5L(&! &5,)! '1`V!
I5+;21(&! V! '(&! ;(;)%'(&! ?Q+%! &)$X%2%&(,)! 2(! 4HK8dD! ?O$2((%-5! ()! $2S/! cB@m=! O+-N'5-W! ()! $2S/!
cBBhDS!45,I(-,$,)!2(&!L521I+2(&!'(!I2$&&(!d!-(I<I21(&!'(;+%&!2$!&+-W$I(!I(22+2$%-(/!(22(&!&5,)!
'1`V! $&&5I%1(&! V! '(&! ;(;)%'(&/! (L;.I>$,)! (,! )>15-%(! 20$IQ+%&%)%5,! '(! ,5+*($+:! ;(;)%'(&!
?6X'(2!H5)$2!()!$2S/!@AAbDS!Z1$,L5%,&/!%2!$!1)1!L%&!(,!1*%'(,I(!201I>$,N(!'(!;(;)%'(&!'$,&!
2(&!I5L;$-)%L(,)&!(,'5&5L$+:!V!;K!X$&!?i-5LL1!()!$2S/!@AAADS!!
!
9,!-1&+L1/!I(&!-1&+2)$)&!&+NNR-(,)!Q+(!'(+:!*5%(&!;5+--$%(,)!I5(:%&)(-!'$,&!2(&!J4!;5+-!2(!
)-$W%I! '+! 4HK! '(! I2$&&(! d! *(-&! 2(&! (,'5&5L(&! f! 2%*-$%&5,! '(&! L521I+2(&! '+! 4HK! I2$&&(! d!
,5+*(22(L(,)!W5-L1(&!V!;$-)%-!'+!M9!()!-(I<I2$N(!'(&!L521I+2(&!'+!4HK8d!'(!I2$&&(!d!'(;+%&!
2$!&+-W$I(!I(22+2$%-(S!
!
BK 87O'&/,+1)!(#!&/!%*1$$46*7$#),/,+1)!
NK 87O'&/,+1)!61$+,+3#!(#!&/!%*1$$46*7$#),/,+1)!
_(&! J4! (:;-%L(,)! ;2+&%(+-&! L(LX-(&! '(! 2$! W$L%22(! '(&! -1I(;)(+-&! e52282%[(! ?e_MD!
?K(LL%!()!$2S/!cBBb=!dL2(-!$,'!K5WWL$,,/!cBBb=!H(']>%)5*!$,'!E$,(a$</!cBBc=!e$[('$!$,'!
6[%-$/! cBB@DS! J(! ,5LX-(+:! )-$*$+:! 5,)!L5,)-1! Q+(! 2(&! e_M! `5+(,)! +,! -t2(! '$,&! 2$! I-5&&8
;-1&(,)$)%5,! I$-! %2&! ;(+*(,)! -(I5,,$u)-(! ()! %,)(-$N%-! $*(I! 2(&!L5)%W&!L521I+2$%-(&! $&&5I%1&!
$+:!;$)>5NR,(&!?P6HPD!?H(']>%)5*!$,'!E$,(a$</!cBBcD!5+!'(&!L5)%W&!L521I+2$%-(&!$&&5I%1&!
$+:! '5LL$N(&! I(22+2$%-(&! ?J6HPD! ?7>%! ()! $2S/! cBBb=! n55! ()! $2S/! cB@CD/! %,'+%&$,)! 2$!
maturation des DC, l’augmentati5,! '(! 20(:;-(&&%5,! '(&! L521I+2(&! I5&)%L+2$)-%I(&/! '(! 2$!
capture de l’antigène et du chargement des peptides sur les molécules du CMH8d!?H$+-(-!()!
$2S/!cBBc=!n(I[!()!$2S/!cBBrDS!!
!
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J%WW1-(,)(&!1)+'(&!5,)!L5,)-1!Q+(! 2$!&)%L+2$)%5,!'(&!e_MC/!e_Mr!()!e_MA!W$*5-%&(! 2$!I-5&&8
présentation d’antigènes solubles ?O+-N'5-W! ()! $2S/! cBBh=! 4-(&;5! ()! $2S/! cB@b=! J$))$! ()! $2S/!
cBBbDS! 4>(]! 2$! &5+-%&/! 2$! &)%L+2$)%5,! '+! e_M8C! (,)-$%,(!+,(! $+NL(,)$)%5,! '+! )-$,&;5-)(+-!
e6P! $+! ,%*($+! '(&! (,'5&5L(&/! Q+%! ;(-L()! 2$! )-$,&25I$)%5,! '(&! ;(;)%'(&! N1,1-1&! ;$-! 2(!
;-5)1$&5L(!'$,&!2(&!(,'5&5L(&!5p!%2&!&5,)!I>$-N1&!&+-! 2$!L521I+2(!'+!4HK8d!?O+-N'5-W!()!
$2S/! cBBhDS! _$! &)%L+2$)%5,! '+! e_M! 8C! ;(-L()! 1N$2(L(,)! 2(! -(I-+)(L(,)! '(! Z\jc! '$,&! 2(&!
;>$N5&5L(&/!I(!Q+%!I5,'+%)!V!2$!;-5'+I)%5,!'(!M\7S!_$!;-5'+I)%5,!'(!M\7!*$!$+NL(,)(-!2(!
pH dans le phagosome et limiter la dégradation de l’antigène qui est essentielle pour la 
I-5&&8;-1&(,)$)%5,!?J%,N!()!$2S/!cB@o=!92&(,!()!$2S/!cBBCDS!!
Une autre étude suggère que TLR 2 est impliqué dans l’export des antigènes vers le cytosol 
*%$! 2(! -(I-+)(L(,)! '(! 7(Io@! '$,&! 2(&! ;>$N5&5L(&! ?6I[(-L$,! ()! $2S/! cBBo=! x(>,(-! ()! $2S/!
cB@mDS!Cependant, ces résultats restent controversé car chez l’homme il a été montré que 
Sec61 n’affecte pas l’export de l’antigène vers le cytosol mais diminue l’expression des 
L521I+2(&!'(!4HK8d!()!2$!bc8N25X+2%,(!?i-5)][(!()!$2S/!cB@r=!H1,$N(-!()!$2S/!cB@CDS!!
J(!;2+&/!2$!&)%L+2$)%5,!'(&!e_M!C!()!r!;(+)!1N$2(L(,)!%,>%X(-!2$!W+&%5,!'(&!;>$N5&5L(&!$*(I!
2(&! 2<&5&5L(&! ?6225$))%! ()! $2S/! cB@m=! 4-(&;5! ()! $2S/! cB@bD/! limitant l’acidification dans les 
I5L;$-)%L(,)&! (,'5&5L$+:! ()! 2$! '1N-$'$)%5,! '(&! $,)%NR,(&! (:5NR,(&/! I(! Q+%! W$*5-%&(! 2(!
I>$-N(L(,)!'(&!;(;)%'(&!$+:!L521I+2(&!'+!4HK8d!()!2$!I-5&&8;-1&(,)$)%5,!;$-!2(&!J4S!
9,W%,/! %2! $! 1)1! '1L5,)-1! Q+(! 2$! &)%L+2$)%5,! '(! e_MC! %,'+%)! 2(! )-$,&;5-)! '(&!L521I+2(&! '+!
4HK8d!*%$!7Z6Pcb!?+,(!;-5)1%,(!'(!)-$,&;5-)!*1&%I+2$%-(D!'(&!*1&%I+2(&!'(!-(I<I2$N(!*(-&!2(&!
;>$N5&5L(&!;5+-!2$!I-5&&8;-1&(,)$)%5,!?Z$%-8i+;)$!()!$2S/!cB@CDS!!
4(&! -1&+2)$)&!L())(,)!(,!1*%'ence que la signalisation par les TLR module l’efficacité de la 
I-5&&8;-1&(,)$)%5,!*%$! 2$!L$)+-$)%5,!'(&!;>$N5&5L(&!?-1N+2$)%5,!'+!;K!()!'(!2$!W+&%5,!'(&!
;>$N5&5L(&!$*(I! 2(&! 2<&5&5L(&D!L$%&!$+&&%!(,!$'$;)$,)! 2(!;>$N5&5L(!;5+-!$II+L+2(-!+,!
,5LX-(!&+WW%&$,)!'(!4HK8d!;5+-!+,(!I-5&&8;-1&(,)$)%5,!5;)%L$2(S!
9,!;2+&!'(&!-1I(;)(+-&!e_M/!%2!$!1)1!'1L5,)-1!Q+(!2(&!I<)5[%,(&!%,W2$LL$)5%-(&/!)(22(&!
que l’interféron de type I IFN8α/β, sont impliquées dans la cross8;-1&(,)$)%5,S!
d,!*%*5/!%2!$!1)1!'1L5,)-1!Q+(!2$!I$;$I%)1!'(&!IJ4@!L+-%,(&!'1W%I%(,)(&!(,!%,)(-W1-5,!'(!)<;(!
d!V!I-5&&8;-1&(,)(-!2(&!$,)%NR,(&!)+L5-$+:!$+:!2<L;>5I<)(&!e!4Jhk!(&)!$2)1-1(!?J%$L5,'!()!
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$2S/!cB@@DS!
Chez la souris, il a été montré que l’interféron de type I augmente la cross8;-1&(,)$)%5,!
d’antigène exogène par les cDC1. En effet, in vivo, l'IFN8d! %,'+%)! 2$!L$)+-$)%5,!'(&!J4!()! 2$!
I-5&&8;-1&(,)$)%5,!'(&!;-5)1%,(&!*%-$2(s ou d’antigène soluble (OVA) aux lymphocytes T CD8 
?_(!O5,!()!$2S/!cBBbD. Une autre étude a également montré que l’IFN de type I, in vivo et in 
*%)-5/! %,'+%)! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 2(&! IJ4@! L+-%,(&! '(! I(22+2(&! )+L5-$2(&! %--$'%1(&!
?J%$L5,'!()!$2S/!cB@@DS!!
Chez l’homme, la stimulation des cDC du sang avec de l’IFN de type I augmente l’expression 
'(&!L521I+2(&!'+!4HK8d/!4JCB/!4JhB/!4Jho!()!4Jhb!()!2$!I$;$I%)1!'(&!IJ4!V!I-5&&8;-1&(,)(-!
2(&!$,)%NR,(&!)+L5-$+:!$+:!2<L;>5I<)(&!e!4Jhk!?d)5!()!$2S/!cBB@=!7I>%$*5,%!()!$2S/!cB@bDS!J(!
;2+&/!20d#Z8d!&5+)%(,)!2$!'%WW1-(,I%$)%5,!'(&!L5,5I<)(&!>+L$%,&!(,!J4S!d2!$!1)1!'1L5,)-1/!(,!
+)%2%&$,)!'(&!J4!'1-%*1(&!'(!;$)%(,)&! $))(%,)&!'(! 2(+I1L%(!L<125g'(! I>-5,%Q+(!5+! %,W(I)1&!
par un virus, que l’IFN8d! $+NL(,)(! 2$! I$;$I%)1! '(&!L58J4! V! I-5&&8;-1&(,)(-! 2(&! $,)%NR,(&!
*%-$+:!5+!$&&5I%1(&!$+:!)+L(+-&!?i$X-%(2(!()!$2S/!cBBC=!_$;(,)$!()!$2S/!cBBoDS!!
Dans les cas de cancer, il a été démontré que l’interféron  b!`5+(!+,!-t2(!I21!'$,&!2$!-1;5,&(!
$,)%8)+L5-$2(S!9,!(WW()/! 2$! -1;5,&(!e!4Jh!(&)!$WW(I)1(!+,%Q+(L(,)!I>(]! 2(&! &5+-%&!$*(I!+,!
déficit en STING (impliqué dans la reconnaissance d’ADN cytosolique), qui est un stimulateur 
des gènes de l’interféron, ?n55!()!$2S/!cB@CDS!
Toutes ces études montrent que les récepteurs TLR et l’interféron de type I peuvent 
$+NL(,)(-! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 2(&! J4! ()! 2$! -1;5,&(! I<)5)5:%Q+(! $,)%8%,W(I)%(+&(! 5+!
$,)%8)+L5-$2(S!!
PK 87O'&/,+1)!)7O/,+3#!(#!&/!%*1$$46*7$#),/,+1)!
e5+)(W5%&/!2$!)(L;5-$2%)1!'(!2$!&)%L+2$)%5,!'(&!J4!(&)!%L;5-)$,)(!I$-!2(&!J4!L$)+-(&!
&5,)!L5%,&!(WW%I$I(&!;5+-!;-1&(,)(-!'(!,5+*($+:!$,)%NR,(&S!
9,! (WW()/! d2! $! 1)1! L5,)-1! Q+(! 2$! I-5&&8présentation d’antigènes particulaires est altérée 
+,%Q+(L(,)! I>(]! J4! ;-1&(,)$,)! +,! ;>1,5)<;(!L$)+-(/! Q+%! 5,)! 1)1! &)%L+21(&! '+-$,)! cc>!
$*(I!'(&! $N5,%&)(&!'(! e_MC! ?_P7D! ()! e_MA! ?eZ#8α, CpG) ?n$N,(-!()! $2S/!cB@bDS! 4(&! )-$*$+:!
L5,)-(,)! Q+(! 2$! '%L%,+)%5,! '(! 2$! I$;$I%)1! V! I-5&&8;-1&(,)(-! (&)! I5--121(! $*(I! +,(!
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$+NL(,)$)%5,! '(! ;K! '$,&! 2(&! ;>$N5&5L(&S! Z1$,L5%,&/! 2$! '1N-$'$)%5,! '(&! $,)%NR,(&!
particulaires n’est pas augmenté ch(]!2(&!J4!L$)+-(&/!I(!Q+%!&+NNR-(!Q+(!2$!'%L%,+)%5,!'+!
;K!;>$N5&5L$2!-1N+2(!2$!I-5&&8;-1&(,)$)%5,!;$-!+,!$+)-(!L1I$,%&L(!Q+(!2$!'1N-$'$)%5,!'(!
l’antigène. !
!
J(!;2+&/!+,(!%,W(I)%5,!&<&)1L%Q+(!5+!+,(!&)%L+2$)%5,!I5,&)$,)(!'(&!e_M!;(+*(,)!%,>%X(-!2$!
I-5&&8;-1&(,)$)%5,! ;$-! 2(&! J4! ()! 2$! -1;5,&(! 4e_! ?n%2&5,! ()! $2S/! cBBoDS! 4(;(,'$,)/! %2! $!
-1I(LL(,)! 1)1! &+NN1-1! Q+(! 2$! W$%X2(! I$;$I%)1! '(&! J4! V! I-5&&8;-1&(,)(-! '$,&! I(&!
I%-I5,&)$,I(&!(&)!'+(!$+!L%I-5(,*%-5,,(L(,)! %LL+,5&+;;-(&&(+-!1)$X2%! 25-&!'(! 2$!;-%L58
%,W(I)%5,S!9,!(WW()/!2(&!J4!&1I-R)(,)!'+!ei#8β ce qui favorise l'accumulation des lymphocytes 
e!-1N+2$)(+-&!?6&[(,$&(!()!$2S/!cB@m=!M5Q+%22<!()!$2S/!cB@rDS!
!
4(;(,'$,)/! 2(&! L1I$,%&L(&! %L;2%Q+1&! '$,&! 2$! -1N+2$)%5,! '(! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 2(&!
2%N$,'&!'(!e_M!,(!&5,)!;$&!(,I5-(!X%(,!I5,,+&S!P2+&%(+-&!><;5)>R&(&!5,)!1)1!1L%&(&!)(22(&!
Q+(!f!!
1) Dans les DC matures, l’internalisation des antigènes exogènes est diminuée (Gil-
Torregrosa et al., 2004; Weck et al., 2007; Wilson et al., 2006). Cependant, d’autres études 
montrent que la capacité des DC à cross-présenter est indépendante de la capture antigénique 
(Datta et al., 2003; Wagner and Cresswell, 2012). 
2) Une diminution du pH dans les phagosomes des DC matures (Wilson et al., 2006). 
3) Inhibition de l’export de l’antigène vers le cytosol (Gil-Torregrosa et al., 2004). 
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J/*,+#!<<<!M!;#&&'&#$!057&1U(#$!01)1)'%&7/+*#$!2'0/+)#$!!
!
_$! I-5&&8présentation et l’activation des 2<L;>5I<)(&! e! ;5+-! %,'+%-(! +,(! -1;5,&(!
%LL+,%)$%-(! $'$;)$)%*(/! &5,)!(WW(I)+1(&!;$-!'(&!4P6S! _(&!4P6! &5,)!'(&! I(22+2(&!L<125g'(&!
L5,5,+I211(&!;>$N5I<)$%-(&!?HP7!f!2'$'$3+1)#"*&/#0'+>()*%>%()2DS!J$,&!I())(!bRL(!;$-)%(/!
`(!*5+&!;-1&(,)(-$%!2(&!'%WW1-(,)(&!;5;+2$)%5,&!'(!HP7!()!2(+-&!W5,I)%5,&S!
!
d2!(:%&)(!)-5%&!N-$,'&!)<;(&!'(!HP7!f!2(&!L5,5I<)(&/!2(&!L$I-5;>$N(&!()!2(&!J4!?*$,!#+-)>!()!
$2S/!@Arc=!q5,$!$,'!i5-'5,/!cB@mDS!
_(&!;>$N5I<)(&!L5,5,+I21(&!`5+(,)!+,!-t2(!I21!'+-$,)!2(!'1*(25;;(L(,)/!'$,&!2(!L$%,)%(,!
de l’homéostasie tissulaire ainsi que dans la réparation tissulaire après un traumatisme. De 
;2+&/! 2(&! I(22+2(&! L<125g'(&! L5,5,+I211(&/! (,! ;$-)%I+2%(-! 2(&! I(22+2(&! '(,'-%)%Q+(&/! 5,)! 2$!
I$;$I%)1!de présenter des antigènes aux lymphocytes T permettant l’initiation de la réponse 
%LL+,%)$%-(!$'$;)$)%*(!?J$*%(&!()!$2S/!cB@b=!i%,>5+:!$,'!E+,N/!cB@C=!n<,,!()!$2S/!cB@bDS!
!
J%&)%,N+(-!2(&!HP7!2(&!+,(&!'(&!$+)-(&/!V!&$*5%-!2(&!J4!I2$&&%Q+(&/!2(&!L$I-5;>$N(&!-1&%'(,)&!
'(&!)%&&+&/!2(&!L5,5I<)(&!()!2(&!I(22+2(&!'1-%*1(&!'(&!L5,5I<)(&/!&0(&)!-1*121!'%WW%I%2(!I$-!I(&!
;5;+2$)%5,&! I(22+2$%-(&! ;$-)$N(,)! I(-)$%,&! L$-Q+(+-&! '(! &+-W$I(! '5,)! 20(:;-(&&%5,! ;(+)!
I>$,N(-! (,! W5,I)%5,! '+! )%&&+! '(! -1&%'(,I(! ()! '(&! &)%L+2%! %,W2$LL$)5%-(&S! J(&! $,$2<&(&!
-1I(,)(&! 5,)! $;;5-)1! '(! ,5+*(22(&! ;(-&;(I)%*(&! &+-! 205,)5N(,R&(! ()! 2(! '1*(25;;(L(,)! '(!
'%WW1-(,)(&!I(22+2(&!L<125g'(&!L5,5,+I21$%-(&!?O(I>(-!()!$2S/!cB@C=!i%,>5+:!$,'!E+,N/!cB@CDS!
P$-! I5,&1Q+(,)/! 2$! ,5L(,I2$)+-(! $I)+(22(! (&)! ;-%,I%;$2(L(,)! X$&1(! &+-! 205,)5N(,R&(!
?i+%22%$L&!()!$2S/!cB@C=!M(<,52'&!$,'!K$,%WW$/!cB@m=!7((!()!$2S/!cB@rDS!
!
@K :1)1%5,#$!!
_(&! L5,5I<)(&! &5,)! ;-%,I%;$2(L(,)! ;-1&(,)&! '$,&! 2$! L5(22(! 5&&(+&(/! 2(! &$,N!
;1-%;>1-%Q+(!()!2$!-$)(!?i(%&&L$,,!()!$2S/!cBBb=!_((!()!$2S/!cB@m$=!7a%-&[%!()!$2S/!cBBA=!q5,$!()!
$2S/! cB@bDS! _(&! L5,5I<)(&! I5,&)%)+(,)! +,(! ;5;+2$)%5,! >1)1-5NR,(! ()! '%WWR-(,)! ;$-! 2(+-!
;>1,5)<;(/! 2(+-! )$%22(/! 2(+-! L5-;>525N%(! ()! 2(+-! ;-5W%2! )-$,&I-%;)%5,,(2! ?4-5&! ()! $2S/! cB@B=!
i(%&&L$,,! ()! $2S/! cBBb=! d,N(-&522! ()! $2S/! cB@B=! n5,N! ()! $2S/! cB@@DS! 4>(]! 2$! &5+-%&/! '(+:!
;5;+2$)%5,&!'(!L5,5I<)(&!5,)!1)1!'1I-%)(&f!_<o4>%!44Mck!4jb4M@%,)!()!_<o425!44Mc8!4jb4M@>%/!
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-(;-1&(,)$,)!-(&;(I)%*(L(,)!'(&!L5,5I<)(&!I2$&&%Q+(&!()!,5,!I2$&&%Q+(&!?i(%&&L$,,!()!$2S/!
cBBbD. Chez l’homme, trois principales populations de monocytes ont été décrites!f!2(&!4J@Ck!
4J@o8! ?L5,5I<)(&! I2$&&%Q+(&D! Q+%! -(;-1&(,)(! (,*%-5,! hmy! '(&! L5,5I<)(&! I%-I+2$,)&/! 2(&!
4J@Ck4J@ok! ?L5,5I<)(&! %,)(-L1'%$%-(&D! ()! 2(&! 4J@C84J@ok! ?L5,5I<)(&! ,5,! I2$&&%Q+(&D!
?P$&&2%I[!()!$2S/!@AhA=!P$)(2!()!$2S/!cB@r$=!n5,N!()!$2S/!cB@@DS!!
Les monocytes proviennent d’un précurseur hématopoïétique présent dans la moelle 
5&&(+&(/! $;;(21! ;-5N1,%)(+-! I5LL+,! '(&! L5,5I<)(&! ?IH5P!=! +'22'$* 2'$'+>()%*
&"'0)$,('") et identifié chez la souris et l’homme! ?K())%,N(-!()!$2S/!cB@b=!s$a$L+-$!()!$2S/!
cB@rDS! _(+-! '%WW1-(,I%$)%5,! '1;(,'! '+! -1I(;)(+-! $+!H847#! ?A'$'+>()7E'1'$>* P(,231#(,$0*
N#+('"D!?M5,N*$+:!()!$2S/!cB@CD!?G+O'*#!N]DS!
 
 
 
 
 
 
 
 
G+O'*#!N]!M!F),1O7)+#!(#$!01)1%5,#$!
_(&! L5,5I<)(&! '1-%*(,)! '(! ;-1I+-&(+-&! >1L$)5;5g1)%Q+(&! '(! 2$! L5(22(! 5&&(+&(S! _(&! HJP/! (,!
;-1&(,I(! '(! H847#/! &(! '%WW1-(,I%(,)! (,! IH5P! ;+%&! (,! L5,5I<)(&! Q+%! -(`5%,'-5,)! 2$! I%-I+2$)%5,!
&$,N+%,(S!6X-1*%$)%5,&!f!K74/!I(22+2(&!&5+I>(&!>1L$)5;5g1)%Q+(!=!HJP/!;-1I+-&(+-!'(!L5,5I<)(&!()!
'(!J4!=!IH5P/!;-5N1,%)(+-!I5LL+,!'(&!L5,5I<)(&S!
!
M1I(LL(,)/! %2! $! 1)1! L5,)-1! I>(]! 2$! &5+-%&! Q+(! cC>! $;-R&! )-$,&;2$,)$)%5,! '(! L5,5I<)(&!
_<4ok/! 2(&! L5,5I<)(&! )-$,&W1-1&! ;(-'(,)! ;-5N-(&&%*(L(,)! 2(! L$-Q+(+-! '(! &+-W$I(! _<o4/!
'5,,$,)!,$%&&$,I(!V!'(&!L5,5I<)(&! _<4o! %,)(-L1'%$%-(!()! (,W%,!V!'(&!L5,5I<)(&! _<4o25aS!
4(&! '5,,1(&! 5,)! 1N$2(L(,)! 1)1! I5,W%-L1(&! ;$-! 7%,N2(! 4(22! MZ68&(Q/! 5p! 2$! &%N,$)+-(!
L521I+2$%-(! '(&! L5,5I<)(&! _<4ok! &(! '1;2$I(! *(-&! +,! ;-5W%2! '(! L5,5I<)(&! _<4o25aS! 4(I%!
%,'%Q+(! Q+(! 2(&! L5,5I<)(&! _<o4k!-(;-1&(,)(,)! +,(! ;5;+2$)%5,! I(22+2$%-(! %,&)$X2(! $*(I! +,!
;5)(,)%(2!'(!'%WW1-(,I%$)%5,!;$-!'1W$+)!*(-&!2(&!L5,5I<)(&!_<o425a!?H%2',(-!()!$2S/!cB@rDS!_(&!
mêmes observations ont été montrées chez l’homme, où les monocytes classiques 
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?4J@Ck4J@o8D! $;-R&! cC>! se différencient d’abord en monocytes intermédiaire puis en 
L5,5I<)(&!4J@ok4J@C8!?P$)(2!()!$2S/!cB@r$D!?G+O'*#!NNDS!
Ces travaux montrent, chez l’homme et chez la souris, que les monocytes CD14k!5+!_<4ok!
&5,)!;-5N-$LL1&!;5+-!&(!'%WW1-(,I%(-!&;5,)$,1L(,)!()!;$-!'1W$+)!(,!L5,5I<)(&!4J@ok!5+!
_<4o25a, s’ils ne sont pas recrutés dans les tissus. Au cours de l’inflammation, les monocytes 
;-1&(,)&! '$,&! 2(! &$,N! ;1-%;>1-%Q+(! &5,)! -(I-+)1&! *%$! 2(! -1I(;)(+-! '(! I>%L%5[%,(! 44Mc!
?7(-X%,$!$,'!P$L(-/!cBBoD!$+!,%*($+!'(&!)%&&+&!%,W2$LL1&!5p!%2&!&(!'%WW1-(,I%(,)!&5%)!(,!J4!
5+!(,!L$I-5;>$N(&/!Q+%!&5,)!$;;(21&!L58J4!()!L58H$I!-(&;(I)%*(L(,)S!Z5+&!$X5-'(-5,&!
;2+&!(,!'1)$%2!2(&!J4!'1-%*1(&!'(&!L5,5I<)(&!'$,&!2$!CRL(!;$-)%(S!!
 
 
  
 
 
 
 
 
 
 
 
 
 
 
G+O'*#! NN!M! B+..7*#)%+/,+1)! (#$! 01)1%5,#$!
;BNSfK!!
_(&! L5,5I<)(&! 4J@Ck! &(! '%WW1-(,I%(,)! (,!
L5,5I<)(&! %,)(-L1'%$%-(&! ;+%&! (,! L5,5I<)(&!
4J@ok! J$,&! '(&! I5,'%)%5,&! %,W2$LL$)5%-(&/! 2(&!
L5,5I<)(&! 4J@Ck! &5,)! -(I-+)1&! '$,&! 2(&! )%&&+&!
%,W2$LL1&! *%$! 44Mc! ()! &(! '%WW1-(,I%(,)! (,!L58
H$I!5+!L58J4!
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AK :/%*162/O#$!
!
_(&!L$I-5;>$N(&!'$,&!2(&!)%&&+&!`5+(,)!+,!-t2(!'$,&!2(!'1*(25;;(L(,)!()!20>5L15&)$&%(!
)%&&+2$%-(/! N-wI(! V! l’élimination des cellules sénescentes, au remodelage et à la réparation 
'(&! )%&&+&! $;-R&! 20%,W2$LL$)%5,! ?i(%&&L$,,! ()! $2S/! cB@B=! i5-'5,/! @AAhDS! _(&!L$I-5;>$N(&!
;-1&(,)(,)! 1N$2(L(,)! '(&! &;1I%$2%&$)%5,&! W5,I)%5,,(22(&! (,! W5,I)%5,! '(! 2(+-! 25I$2%&$)%5,!
)%&&+2$%-(! ?I(22+2(&! '(! s+;WW(-!! '+! W5%(=! 2(&! L$I-5;>$N(&! $2*152$%-(&/! &;21,%Q+(&! ()!
;1-%)5,1$+:/!()ISD!?i$2(!()!$2S/!@Arh=!i%,>5+:!()!$2S/!cB@B=!e>5L$&!()!$2S/!@Aro=!q5,$!()!$2S/!
cB@bDS!
NK "#$!0/%*162/O#$!(7*+37$!(#$!6*7%'*$#'*$!#0V*51))/+*#$!
Chez la souris et chez l’homme, les macrophages tissulaires dérivent de cellules 
&5+I>(&!(LX-<5,,$%-(&!Q+%! I525,%&(,)! 2(&! )%&&+&!$*$,)! 2$!,$%&&$,I(!()!Q+%! &(!L$%,)%(,,(,)!
(,&+%)(! V! 20wN(! $'+2)(/! %,'1;(,'$LL(,)! '(! 2$! -(I5,&)%)+)%5,! ;$-! 2(&!L5,5I<)(&! &$,N+%,&!
?K$&>%L5)5!()!$2S/!cB@b=!H$&&!()!$2S/!cB@o=!75+I%(!()!$2S/!cB@o=!q5,$!()!$2S/!cB@bDS!!
Le développement et l’ontogénie des macrophages ont été initialement décrits chez la 
souris, mettant en évidence que les macrophages se développent dans l’embryon (sac 
*%)(22%,!; YS) avant l’apparition des cell+2(&! &5+I>(&! >1L$)5;5g1)%Q+(&! ?K74D! ()!
%,'1;(,'$LL(,)! '+! W$I)(+-! '(! )-$,&I-%;)%5,!H<X! ?Q+%! (&)! ,1I(&&$%-(! ;5+-! 2(&! K74! ()! 2(&!
L5,5I<)(&DS!4(&!-1&+2)$)&!'1W%,%&&(,)!+,(!2%N,1(!'(!L$I-5;>$N(&!)%&&+2$%-(&!;-5*(,$,)!'+!q7!
()!Q+%!&5,)!N1,1)%Q+(L(,)!'%&)%,I)&!'(&!$+)-(&!I(22+2(&!L5,5,+I211(&!;>$N5I<)$%-(&!?i5L(]!
P(-'%N+(-5!()!$2S/!cB@m=!7I>+2]!()!$2S/!cB@cDS!!
!
Chez l’homme, la différenciation des macrophages est dépendante des facteurs de 
)-$,&I-%;)%5,!M+,:@!()!7;d@!L$%&!%,'1;(,'$,)(!'(!H<X!?O+I>-%(&(-!()!$2S/!cB@r=!s$-2&&5,!()!
$2S/!cBBh=!*$,!n%2N(,X+-N!()!$2S/!cB@bDS!
!
La capacité des macrophages à s’auto8-(,5+*(2(-!$!1)1!I5,W%-L1(!;$-!'%WW1-(,)(&!1)+'(&S!9,!
(WW()!I>(]!2$!&5+-%&/!$;-R&!'1;21)%5,!'(&!L$I-5;>$N(&!;+2L5,$%-(&/!%2!$!1)1!'1L5,)-1!Q+(!2$!
-(;5;+2$)%5,! '(&! L$I-5;>$N(&! &(! W$%&$%)! ;$-! ;-52%W1-$)%5,! I(22+2$%-(! &)5I>$&)%Q+(! ,$* %,(3!
'1;(,'$,)(!'(&!W$I)(+-&!H847#!()!iH847#!?K$&>%L5)5!()!$2S/!cB@bD. De plus chez l’homme, 
%2! $! 1)1! I5,&)$)1! Q+0$;-R&! +,(! N-(WW(! '(! L5(22(! 5&&(+&(/! 2(&! L$I-5;>$N(&! '(! 2$! ;($+!
Introduction 
 47 
I5,&(-*$%(,)!2$!I$;$I%)1!'(!&(!'1*(25;;(-!()!-(&)(,)!;-1&(,)!$+!L5%,&!;2+&%(+-&!L5%&!$;-R&!
2$! )-$,&;2$,)$)%5,/!I5,)-$%-(L(,)!$+:!J4!'(-L$2(&!Q+%! &5,)! -$;%'(L(,)!'1;21)1(&! ?K$,%WW$!
()!$2S/!cBBADS! d2!$!1N$2(L(,)!1)1!5X&(-*1!I>(]!2(&!;$)%(,)&!$*(I!+,(!L+)$)%5,!'+!W$I)(+-!'(!
)-$,&I-%;)%5,!i6e6c!5+!dM#h!+,(!$X&(,I(!'(!)5+&! 2(&!L5,5I<)(&!&$,N+%,&=!L$2N-1! I(2$/! 2(&!
;$)%(,)&! ,(! ;-1&(,)(,)! ;$&! '(! '1W$+)! '+! ,5LX-(! '(! L$I-5;>$N(&! '(-L%Q+(&! ()!
;+2L5,$%-(&/!&+NN1-$,)!Q+(!2(!'1*(25;;(L(,)!'(&!L$I-5;>$N(&!-1&%'(,)&!(&)!%,'1;(,'$,)!
'(&!L5,5I<)(&!&$,N+%,&!?O%N2(<!$,'!4522%,/!cB@@=!K$LX2()5,!()!$2S/!cB@@DS!
!
PK <06/%,!(#$!./%,#'*$!#)3+*1))#0#),/'T!$'*!&/!(+..7*#)%+/,+1)!(#$!0/%*162/O#$!
!
Les macrophages sont des cellules hétérogènes, bien qu’ils proviennent de 
;-5N1,%)(+-! (LX-<5,,$%-(! I5LL+,/! %2&! ;-1&(,)(,)! '(&! ;-5W%2&! )-$,&I-%;)%5,,(2&! '%&)%,I)&!
&(25,!2(+-!25I$2%&$)%5,!)%&&+2$%-(!?i$+)%(-!()!$2S/!cB@cDS!
J%WW1-(,)(&!1)+'(&!5,)!;(-L%&!'(!'1L5,)-(-!Q+(!2(&!W$I)(+-&!(,*%-5,,(L(,)$+:!%,W2+(,I(,)!
2$!&;1I%$2%&$)%5,!'(&!L$I-5;>$N(&!-1&%'(,)&!'$,&!2(&!)%&&+&S!9,!(WW()/!%2!$!1)1!-$;;5-)1!Q+(!2(&!
W$I)(+-&!'(!)-$,&I-%;)%5,/!&;1I%W%Q+(&!$+:!)%&&+&/!'%I)(,)!2(!;-5N-$LL(!)-$,&I-%;)%5,,(2/!'$,&!
2(&! L$I-5;>$N(&S! J$,&! 2$! -$)(/! 2(! W$I)(+-! '(! )-$,&I-%;)%5,! 7;%8I! (&)! (&&(,)%(2! ;5+-! 2(!
'1*(25;;(L(,)! '(&! L$I-5;>$N(&! ;-1&(,)&! '$,&! 2$! ;+2;(! -5+N(! ?K$2'$-! ()! $2S/! cB@C=!
s5><$L$!()! $2S/! cBBAD/! le récepteur nucléaire LXRα contrôle la spécialisation fonctionnelle 
'(&! L$I-5;>$N(&! '$,&! 2$! ]5,(! L$-N%,$2(! '(! 2$! -$)(! ?68i5,]$2(]! ()! $2S/! cB@bD! ()! '(&!
L$I-5;>$N(&!'$,&! 2(&! I(22+2(&!'(!s+;WW(-! ?E5&(;>!()!$2S/!cBBCDS! _(! W$I)(+-!'(! )-$,&I-%;)%5,!
Z#6eI@!(&)!(&&(,)%(2!;5+-!2$!'%WW1-(,I%$)%5,!'(&!;-5N1,%)(+-&!(LX-<5,,$%-(&!(,!L$I-5;>$N(!
?e$[$<$,$N%!()!$2S/!cBBcDS!_$!'121)%5,!'(!I(&!W$I)(+-&!'(!)-$,&I-%;)%5,!(,)-$u,(!20$X2$)%5,!'(&!
&5+&8;5;+2$)%5,&! '(! L$I-5;>$N(&! '$,&! 2(&! '%WW1-(,)&! )%&&+&S! J$,&! 2(! ;1-%)5%,(/! 20$I%'(!
-1)%,5gQ+(!?M6D!&)%L+2(!20(:;-(&&%5,!'+!W$I)(+-!'(!)-$,&I-%;)%5,!i$)$o!()!I5,)-%X+(!$%,&%!V!2$!
;52$-%&$)%5,! '(&! L$I-5;>$N(&! ?\[$X(! $,'! H(']>%)5*/! cB@CDS! J(! ;2+&/! %2! $! 1)1! L%&! (,!
1*%'(,I(!Q+(! 2(&! W$I)(+-&!'(! )-$,&I-%;)%5,&! &;1I%W%Q+(&!$+:! )%&&+&!5+!$+! 2%,($N(!I5,)-t2(,)!
201)$)! 1;%N1,5L%Q+(/! '(&! L$I-5;>$N(&! -1&%'(,)&! '$,&! 2(&! )%&&+&! ()! I5,'+%)! V! +,(!
>1)1-5N1,1%)1!'(&!L$I-5;>$N(&!)%&&+2$%-(&!?i5&&(2%,!()!$2S/!cB@C=!_$*%,!()!$2S/!cB@CDS!
4(&! '5,,1(&! W5+-,%&&(,)! '(&! ;-(+*(&! Q+(! 20(,*%-5,,(L(,)! )%&&+2$%-(! -1N%)! 2(! ;-5N-$LL(!
transcriptionnel dans les macrophages et que leur différenciation n’est pas dictée par leur 
5,)5N1,%(!?i$+)%(-!()!$2S/!cB@cD!
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QK "#$!0/%*162/O#$!(7*+37$!(#$!01)1%5,#$!W014:/%X!
!
_$! ;2+;$-)! '(&! L$I-5;>$N(&! -1&%'(,)&! '$,&! 2(&! )%&&+&! &5,)! L$%,)(,+&!
indépendamment du système monocytaire sanguin à l’exception des macrophages au 
,%*($+!'(&!L+Q+(+&(&!?;($+!()!%,)(&)%,D!?M%*522%(-!()!$2S/!cB@c=!e$L5+)5+,5+-!()!$2S/!cB@bDS!
De plus, durant l’inflammation et le vieillissement, les macrophages sont renouvelés par des 
L5,5I<)(&!'1-%*1&!'(!2$!L5(22(!5&&(+&(!$W%,!'(!-(L;2$I(-!2(&!L$I-5;>$N(&!-1&%'(,)&!?O$%,!
()!$2S/!cB@C=!K$&>%L5)5!()!$2S/!cB@b=!H52$a%!()!$2S/!cB@C=!q5,$!()!$2S/!cB@bDS!!
!
SK Fonctions des macrophages dans la présentation d’antigène!
!
_(&!L$I-5;>$N(&!&5,)!I5,&%'1-1&!I5LL(!'(&!I(22+2(&!'+!&<&)RL(! %LL+,%)$%-(! %,,1!
Q+%! 2%L%)(,)! 2$! ;-5;$N$)%5,! '(&! ;$)>5NR,(&! ;$-! 2$! ;>$N5I<)5&(! ?7(%2(-! ()! $2S/! @AArD! ()! 2$!
'1N-$'$)%5,! ?s2$$&! $,'! 4-5I[(-/! cB@c=! \(>(,! ()! $2S/! cBBcDS! d2&! &5,)! 25I$2%&1&! V! '(&! ;5%,)&!
'0(,)-1(! &)-$)1N%Q+(L(,)! %L;5-)$,)&/! )(2&! Q+(! 2(! &%,+&! &5+&8I$;&+2$%-(! '(&! N$,N2%5,&!
2<L;>$)%Q+(&!?s$&)(,Lv22(-!()!$2S/!cB@cD/!2$!]5,(!L$-N%,$2(!()!2(&!]5,(&!'(!2$!;+2;(!-5+N(!'(!
2$!-$)(/!5p! %2&!I$;)+-(,)!()! W%2)-(,)! 2(&!$N(,)&!;$)>5NR,(&! ?6%I>(2(!()!$2S/!cBBb=!65&>%!()!$2S/!
cBBA=!d$,,$I5,(!()!$2S/!cB@BDS!
_(&!L$I-5;>$N(&! ,(! &5,)! N1,1-$2(L(,)! ;$&! (WW%I$I(&! ;5+-! %,%)%(-! 2$! -1;5,&(! %LL+,%)$%-(!
adaptative via l’activation des lymphocytes T ?6%I>(2(! ()! $2S/! cBBbDS! Z1$,L5%,&/! %2! $! 1)1!
'1L5,)-1! Q+(! 2(&!L$I-5;>$N(&! 4J@oAk/! ;-1&(,)&! '$,&! 2$! ]5,(!L$-N%,$2(! '(! 2$! -$)(! 5+! 2(!
&%,+&! &5+&8capsulaire des ganglions lymphatiques, sont capables d’induire une réponse T 
4Jh! I<)5)5:%Q+(S! 9,! (WW()/! %2! $! 1)1! '1L5,)-1! I>(]! 2(&! &5+-%&! '1;21)1(&! (,! J4/! Q+(! 2(&!
L$I-5;>$N(&! 4J@oAk! ;-1&(,)(,)! (WW%I$I(L(,)! 2(&! $,)%NR,(&! *%-$+:/! '(&! $,)%NR,(&!
;$-)%I+2$%-(&!5+!&52+X2(&!$+:!_e!()!%,'+%&(,)!2$!-1;5,&(!4e_! ?O(-,>$-'!()!$2S/!cB@m=!F(,%,N$!
()!$2S/!cB@mDS!!
9,!;2+&!'(!2(+-!I$;$I%)1!V!%,'+%-(!+,(!-1;5,&(!4e_/!2(&!L$I-5;>$N(&!4J@oAk!&5,)!1N$2(L(,)!
capable de présenter l’antigène OVA aux LT CD4 donnant naissance!V!'(&!2<L;>5I<)(&!eW>!!
()!$+:! 2<L;>5I<)(&!O!?_OD!;5+-! %,'+%-(!+,(!-1;5,&(!>+L5-$2(! ?P>$,!()!$2S/!cBBrDS! d2! !$!1)1!
L5,)-1! Q+(! 2(&! L$I-5;>$N(&! 4J@oAk! retiennent l’Ag internalisé dans leur compartiment 
;>$N5&5L$2!;(,'$,)!(,*%-5,!c!`5+-&/!&+NN1-$,)!Q+(!I(&!L$I-5;>$N(&!;5&&R'(,)!+,(!W$%X2(!
$I)%*%)1!;-5)152<)%Q+(!Q+%!(&)!(&&(,)%(22(!;5+-!2(!"!;-%L%,N!3!'(&!_O!?E+,)!()!$2S/!cBBr=!P>$,!()!
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$2S/!cBBrDS!4(;(,'$,)! 2(!rôle des macrophages dans l’induction des réponses humorales et 
4e_!-(&)(!I5,)-5*(-&1S!Y,(!$+)-(!1)+'(!$!L5,)-1!;$-!I<)5L1)-%(!(,!W2+:!()!;$-!L%I-5&I5;%(!V!
W2+5-(&I(,I(/! Q+(! 2(&! I(22+2(&! 4J@oAk! '$,&! 2(&! N$,N2%5,&! 2<L;>$)%Q+(&! L1&(,)1-%Q+(&/!
(:;-%L(,)!2(!W$I)(+-!'(!)-$,&I-%;)%5,!]X)XCo/!Q+%!(&)!&;1I%W%Q+(!'(&!IJ4!L$%&!;$&!;$-!2(&!;J4!
()! 2(&!L$I-5;>$N(&S!4(!Q+%!&+NNR-(!Q+(!2(&!L$I-5;>$N(&!4J@oAk!&5,)!(,!-1$2%)1!+,(!&5+&8
;5;+2$)%5,!'(!IJ4!?7$);$)><!()!$2S/!cB@cDS!!
!
;K "#$!%#&&'&#$!(#)(*+,+-'#$!
NK B7.+)+,+1)!(#$!%#&&'&#$!(#)(*+,+-'#$!
_(&!I(22+2(&!'(,'-%)%Q+(&!5,)!1)1!%'(,)%W%1(&!;5+-!2$!;-(L%R-(!W5%&!;$-!P$+2!_$,N(->$,&!
en 1868 au niveau de l’épiderme. Ces cellules comportent de longs prolongements 
cytoplasmiques, ressemblant fortement aux dendrites des cellules neuronales d’où l’origi,(!
'+!,5L!: cellules dendritiques. Après cent ans, l’équipe de Ralph Steinman et Cohn découvre 
2(&!J4! I>(]! 2$! &5+-%&! ()! I$-$I)1-%&(,)! I(&! I(22+2(&! I5LL(!1)$,)!'(&! I(22+2(&!;-1&(,)$)-%I(&!
d’antigène (CPA) ?7)(%,L$,! $,'!n%)L(-/! @Arh=! 7)(%,L$,! ()! $2S/! @ArC/! @ArADS! _(&! I(22+2(&!
'(,'-%)%Q+(&! 5,)! 2$! I$;$I%)1! '(! I$;)+-(-! '(&! $,)%NR,(&! ()! '(! L%N-(-! *(-&! 2(&! 5-N$,(&!
2<L;>5g'(&!&(I5,'$%-(&!5p!(22(&!*5,)!$I)%*(-!(WW%I$I(L(,)!2(&!2<L;>5I<)(&!e!,$gW&! ?M5XX%,&!
()! $2S/! cBBh=! 7>5-)L$,! $,'! _%+/! cBBc=! 7)(%,L$,!$,'!K(LL%/! cBBo=! 7)(%,L$,! $,'!n%)L(-/!
@ArhDS!
!
PK B+3#*$+,7!(#$!%#&&'&#$!(#)(*+,+-'#$!
_(&! J4! I5,&)%)+(,)! +,(! ;5;+2$)%5,! >1)1-5NR,(S! _(&! &5+&8;5;+2$)%5,&! '(! J4! &(!
'%&)%,N+(,)! ;$-! 2(+-! ;>1,5)<;(/! 2(+-! 25I$2%&$)%5,/! 2(+-! 5,)5N1,%(! L$%&! $+&&%! ;$-! I(-)$%,(&!
;-5;-%1)1&!W5,I)%5,,(22(&S!
!
_(&! J4! ;(+*(,)! .)-(! &1;$-1(&! (,! '(+:! N-$,'(&! I$)1N5-%(&!f! 2(&! J4! -1&%'(,)(&! ()! 2(&! J4!
L%N-$)5%-(&S! _(&! ?E* "8%,-)$()%! &5,)! 25I$2%&1(&! '$,&! 2(&! 5-N$,(&! 2<L;>5g'(&! ! &(I5,'$%-(&!
?N$,N2%5,&! 2<L;>$)%Q+(&/! -$)(! ()! $L<N'$2(&DS! _(&! ?E* 2,0"#(',")%! &5,)! '$,&! +,! ;-(L%(-!
)(L;&! 25I$2%&1(&! $+! ,%*($+! '(&! )%&&+&! ;1-%;>1-%Q+(&! ?;($+/! W5%(/! ;5+L5,/! -(%,/! %,)(&)%,! ()!
$+)-(&! 5-N$,(&DS! _(&! J4! L%N-$)5%-(&! L%N-(,)! (,&+%)(! *(-&! 2(&! N$,N2%5,&! 2<L;>$)%Q+(&!
'-$%,$,)&! *%$! 2$! 2<L;>(! $W%,! '(! ;-1&(,)(-! 2(&! $,)%NR,(&! $+:! 2<L;>5I<)(&! e! ?O-$+,! ()! $2S/!
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cB@@=!Y2*L$-!()!$2S/!cB@C=!n%2&5,!()!$2S/!cBBhDS!_(&!L.L(&!5X&(-*$)%5,&!5,)!1)1! -()-5+*1&!
chez l’homme ?K$,%WW$!()!$2S/!cB@c=!HId2-5<!()!$2S/!cBB@=!H5-$,'%!()!$2S/!cB@b=!7(N+-$!()!$2S/!
cB@cDS!
!
4(&!'(+:!;5;+2$)%5,&!'(!J4!;(+*(,)!.)-(!'%&)%,N+1(&!;$-!2(+-!;>1,5)<;(!()!2(+-!'%WW1-(,I(!
d’expression des marqueurs de maturation. 45,)-$%-(L(,)! $+:! J4! L%N-$)5%-(&/! 2(&! J4!
-1&%'(,)(&! ;-1&(,)(,)! +,! ;>1,5)<;(! "!%LL$)+-(!» en l’absence d’infection ?7(N+-$! ()! $2S/!
cB@b$=!n%2&5,!()!$2S/!cBBbD!?>/V&#/'!N!#,!PDS!
!
De nombreuses études chez la souris ont montré qu’au sein de ces deux grandes catégories 
'(! J4! %2! (:%&)(! ;2+&%(+-&! &5+&8;5;+2$)%5,&! '(! J4! '%&)%,I)(&! Q+%! ;(+*(,)! .)-(! I2$&&1! (,!
W5,I)%5,!'(!2(+-!5,)5N1,%(!?G+O'*#!NPD!f!
!
8!L)%*&?E*Q!(22(&!&5,)!I5,&%'1-1&!I5LL(!'(&!J4!-1&%'(,)(&/!I(;(,'$,)!(22(&!5,)! 2$!I$;$I%)1!
de migrer vers les tissus périphériques durant l’inflammation.!_(!'1*(25;;(L(,)!'(&!;J4!(&)!
'1;(,'(,)! '(&! W$I)(+-&! '(! )-$,&I-%;)%5,! O4_@@6! ?H7+)11* 1>2&/'2#51)3;)2,#* 44RD! ()! 9c8c!
?4%&&(!()!$2S/!cBBh=!d;;52%)5!()!$2S/!cB@CDS!!
!
8* 1)%* ?E* +1#%%,S3)%* -)* (>&)* 4* T+?E4D*Q! (22(&! &5,)! -1&%'(,)(&! ?4JhkD! 5+!L%N-$)5%-(&! ?4J@Bbk!
_$,N(-%,kDS!_(+-!'1*(25;;(L(,)!'1;(,'!'(&!W$I)(+-&!'(!)-$,&I-%;)%5,!dM#h!()!O$)Wb!?9'(2&5,!
()!$2S/!cB@B=!i%,>5+:!()!$2S/!cBBA=!K%2',(-!()!$2S/!cBBhDS!
!
8! 1)%* ?E* +1#%%,S3)%* -)* (>&)* 6* T+?E6D*Q* (22(&! &5,)! -1&%'(,)(&! ?4Jh84J@@XkD! 5+! L%N-$)5%-(&!
?4J@@XkDS!_(+-!'%WW1-(,I%$)%5,!'1;(,'!'(&!W$I)(+-&!'(!)-$,&I-%;)%5,!M(2O!()!dM#C!?7I>2%)](-!()!
$2S/!cB@b=!n+!()!$2S/!@AAhD!()!$+&&%!'(!Z5)I>c!?_(a%&!()!$2S/!cB@@DS!
!
7* 1)%* +)1131)%* -)* L#$0)"/#$%*Q* (22(&! &5,)! ;-1&(,)(&! '$,&! 2$! ;($+! ()! '$,&! 2(&! L+Q+(+&(&!
X+II$2(!()!*$N%,$2(/!()!&5,)!L%N-$)5%-(&S!!_(&!I(22+2(&!'(!_$,N(->$,&!'1-%*(,)!'(!L5,5I<)(&!
(LX-<5,,$%-(&! Q+%! (,&(L(,I(,)! 2(&! )%&&+&! $*$,)! 2$! ,$%&&$,I(! ?K5(WW(2! ()! $2S/! cB@cDS! _(+-!
'%WW1-(,I%$)%5,!'1;(,'!'(!4J@@m!l!H47#8M!()!'+!2%N$,'!d_8bC!?i-()(-!()!$2S/!cB@c$=!n$,N!()!
$2S/!cB@cDS!9,!I5,&1Q+(,I(/! %2!$!1)1!;-5;5&1!Q+(!2(&!I(22+2(&!'(!_$,N(->$,&!;5+--$%(,)!.)-(!
I5,&%'1-1(&!I5LL(!'(&!L$I-5;>$N(&!;2+)t)!Q+(!I5LL(!J4!?i+%22%$L&!()!$2S/!cB@CDS!
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!
8! 1)%* ?E* -8",B8)%* -)* 2'$'+>()%* T2'7?ED*f! (22(&! ;(+*(,)! .)-(! ;-1&(,)(&! '$,&! 2(&! )%&&+&!
;1-%;>1-%Q+(&!(,! 20$X&(,I(!'0%,W2$LL$)%5,f!'$,&! 20%,)(&)%,! ?O5N+,5*%I!()!$2S/!cBBA=!F$-52!()!
$2S/! cBBAD/! 2(! L+&I2(! ?_$,N2()! ()! $2S/! cB@cD! ! 5+! 2$! ;($+! ?e$L5+)5+,5+-! ()! $2S/! cB@bD! ()! 2(!
;1-%)5%,(!?i5+'5)!()!$2S/!cB@rDS!
!
J+-$,)!20%,W2$LL$)%5,!2(&!L5,5I<)(&!&5,)!-(I-+)1&!$+!&%)(!'0%,W2$LL$)%5,!5p!%2&!;(+*(,)!&(!
'%WW1-(,I%(-!,$*%,(3!(,!I(22+2(&!(:;-%L$,)!'(&!L$-Q+(+-&!'(!J4!I2$&&%Q+(&!?4J@@I!()!4HK!'(!
I2$&&(! ddD! ()! ;-1&(,)(-! I(-)$%,(&! I$-$I)1-%&)%Q+(&! W5,I)%5,,(22(&! '(&! J4! ?L%N-$)%5,! *(-&! 2(&!
N$,N2%5,&! 2<L;>$)%Q+(&!()! 2$! I$;$I%)1!'(!;-1&(,)$)%5,!$,)%N1,%Q+(D! f! I(&! I(22+2(&!5,)!'5,I!
1)1! %'(,)%W%1(&! I5LL(! 1)$,)! +,(! ;5;+2$)%5,! '(! J4! ()! &5,)! N1,1-$2(L(,)! $;;(21(&! "J4!
%,W2$LL$)5%-(&3! ?7(N+-$! $,'! 6L%N5-(,$/! cB@bDS! _(+-! '1*(25;;(L(,)! '1;(,'! '(! 4J@@m! l!
H47#8M!?i-()(-!()!$2S/!cB@cXD!L$%&!$+&&%!'(!dM#C!()!6KM!?i5+'5)!()!$2S/!cB@rDS!!
d2!$!1)1!'1L5,)-1!Q+(! 2(&!J4!'1-%*1(&!'(!L5,5I<)(&!(:;-%L(,)! 2(! W$I)(+-!'(! )-$,&I-%;)%5,!
]X)XCo/! Q+%! (&)! &;1I%W%Q+(! '(&! J4! ?7$);$)><! ()! $2S/! cB@c=! x%NL5,'! ()! $2S/! cB@cDS! E(!
'1*(25;;(-$%!;2+&!(,!'1)$%2&! 2(&!J4!'1-%*1(&!'(&!L5,5I<)(&! ()! 2(+-!'%WW1-(,I%$)%5,!'$,&! 2$!
CRL(!;$-)%(S!
!
i-wI(! $+:! $,$2<&(&! )-$,&I-%;)5L%Q+(&! I5L;$-$)%*(&/! %2! $! 1)1!L5,)-1! Q+(! 2(&! &5+&8
;5;+2$)%5,&!'(!J4!&5,)!I5,&(-*1&!I>(]!2(&!L$LL%WR-(&!f!2(&!5*%,&!?45,)-(-$&!()!$2S/!cB@BD!2$!
&5+-%&! ?M5XX%,&! ()! $2S/! cBBhD/! 2(&!L$I$Q+(&! ?J+)(-)-(! ()! $2S/! cB@CD! l’homme ?4-5]$)! ()! $2S/!
cB@@D!()!2(!;5-I!?H$-Q+()!()!$2S/!cB@CDS!!
!
_$!I5,&(-*$)%5,!'(&!&%N,$)+-(&!N1,1)%Q+(&!()!'(&!L$-Q+(+-&!;>1,5)<;%Q+(&!L5,)-(,)!Q+(!
2(&! J4! >+L$%,(&! 42(IA6kl4J@C@k! ?IJ4@D! &5,)! >5L525N+(&! $+:! 4JhkJ4!L+-%,(&! ()! 2(&! J4!
>+L$%,(&! 4J@IklOJ46@k! ?IJ4cD! &5,)! >5L525N+(&! $+:! 4J@@X! J4! L+-%,(&! ?K$,%WW$! ()! $2S/!
cB@c=! M5XX%,&! ()! $2S/! cBBh=! n$)I>L$[(-! ()! $2S/! cB@CD?>/V&#/'! N! #,! PDS! 4(;(,'$,)/! 2(&!
W$I)(+-&! '(! )-$,&I-%;)%5,! %L;2%Q+1&! '$,&! 2$! '%WW1-(,I%$)%5,! '(! I(&! '(+:! ;5;+2$)%5,&! '(!J4!
I>(]! 20>5LL(! ;(+*(,)! .)-(! '%WW1-(,)&! '(! I(+:! '(! 2$! &5+-%&/! I$-! +,(! L+)$)%5,! '(! dM#h!
;-5*5Q+(! 20$X&(,I(! '(! )5+)(&! 2(&! &5+&8;5;+2$)%5,&! '(! IJ4! I5,)-$%-(L(,)! $+:! &5+-%&!
?K$LX2()5,!()!$2S/!cB@@DS!!
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_(&!;J4!?4J@cbklOJ46cD!!5,)!1)1!%,%)%$2(L(,)!'1I-%)(&!I>(]!20>5LL(!?4(22$!()!$2S/!@AAAD!()!
(22(&! ;$-)$N(,)! +,! ;>1,5)<;(! ()! '(&! W5,I)%5,&! )-R&! &%L%2$%-(&! $*(I! 2(&! ;J4!L+-%,(&S! _(+-!
'1*(25;;(L(,)!(&)!'1;(,'$,)!'(!9c8c!?Z$N$&$a$!()!$2S/!cBBhDS!
!
_(&! I(22+2(&!'(! _$,N(->$,&!>+L$%,(&! &5,)! &(LX2$X2(&!$+:!I(22+2(&!'(! _$,N(->$,&!L+-%,(&S!
922(&!&5,)!25I$2%&1(&!$+!,%*($+!'(!201;%'(-L(!()!'(&!L+Q+(+&(&!?J+2+I!()!$2S/!cB@b=!Z(&)2(!()!
$2S/!@AAbDS!_(&!I(22+2(&!'(!_$,N(->$,&!>+L$%,(&!-(;-1&(,)(,)!+,(!2%N,1(!'%&)%,I)(!'(&!J4!()!
des monocytes et ont la capacité de s’auto renouveler. En effet, il a été observé chez des 
;$)%(,)&!$))eints d’une mutation du facteur de transcription GATA2 l’absence des monocytes 
'$,&!2(!&$,N!()!'(!)5+)(&!2(&!&5+&8;5;+2$)%5,&!'(!J4/!L$%&!;$&!'(&!_4!()!'(&!L$I-5;>$N(&!
?O%N2(<!()!$2S/!cB@@DS!
_(&!L58J4!>+L$%,(&!&(-5,)!;2+&!;$-)%I+2%R-(L(,)!'1I-%)(&!'$,&!2$!'(-,%R-(!;$-)%(S!
>/V&#/'!N!M!:/*-'#'*$!627)1,56+-'#$!(#$!B;!0'*+)#$!
:/*-'#'*$! %B;N!
!
%B;P!
!
6B;! ;#&&'&#$!(#!!
"/)O#*2/)$!
B;!(7*+37#$!!
(#$!01)1%5,#$!
;BNN%! f! f! 4! f! f!
A?>Pg;BNQb! 4+00/,'*#!
f0/,'*#!
4+00/,'*#!
f0/,'*#!
f! 4! 4+00/,'*#!
f!0/,'*#!
^;8N! f! 4! 4! 4! 4!
;&#%\@! f! 4! &1c! 4! 4!
;BN]Q! f! 4!
f!+),#$,+)!
4! 4! 4!
;BNNV! 4! f! 4! 4! f!
?+*64a! 4! f! 4! f! f!
:8g;BP]a! 4! 4*7$+(#),$!
f!0+O*/,1+*#$!
4! 4! f!
"/)O#*+)g;BP
]b!
f! 4! 4! f! 4!
94%/(2#*+)! 4! 4! 4! f! 4!
;BNS! 4! 4! 4! 4! f!
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>/V&#/'!P!M!:/*-'#'*$!627)1,56+-'#$!(#$!B;!2'0/+)#$!
 
:/*-'#'*$! %B;N! %B;P! 6B;! ;BN/f!B;!!
B#*0#!
;BNSf!B;!!
B#*0#!
;#&&'&#$!(#!"/)O#*2/)$! B;!(7*+37#$!(#$!01)1%5,#$!
;BNN%! k! k! 8! k! k! 25a! k!
AB;@Pg;BQ]Q! 8! 8! k! 8! 8! 8! 8!
AB;@Qg;BNSN! k! kl8%LL$)+-(!
k!L$)+-(!
8! 8! k! 8! 8!
AB;@Ng;BN%! 8! k! 8! k! k! k! k!
;BNPQ! 8! 8! k! 8! 8! 8! 8!
^;8N! k! 8! 8! 8! 8! 8! 8!
;&#%\@! k! 8! 8! 8! 8! 8! 8!
;BNNV! 8! k! 8! k! k! k! k!
?+*64a! 8! k! 8! k! k! k! k!
:8g;BP]a! 8! 8! 8! k! k! 8! k!
;BN/! 8! 8! 8! k! 8! k! k!
;BNS! 8! 8! 8! 8! k! 8! k!
G%#8<! 8! k!&$,N!
8!)%&&+&!
8! 8! 8! 8! k!
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QK F),1O7)+#!!
_(&!I(22+2(&!'(,'-%)%Q+(&!IJ4@/!IJ4c!()!;J4!'1-%*(,)!'(!;-5N1,%)(+-&!;-1&(,)&!'$,&!
2$!L5(22(!5&&(+&(S!!
Chez la souris, comme chez l’homme, différents groupes ont %'(,)%W%1! 2(! ;-5N1,%)(+-!
I5LL+,! '(&! J4/! $;;(21! "!4JP!3! ?E?@* +'22'$7?)$-",(,+* E)11* @"'0)$,('"DS! 6+! I5+-&! '(! 2$!
différenciation dans la moelle osseuse, les précurseurs MDP s’orientent soit vers la lignée 
L5,5I<)$%-(! ?IH5PD/! &5%)! *(-&! 2$! 2%N,1(!'(,'-%)%Q+(! ?4JPDS! _(&!4JP!*5,)!'5,,(-!,$%&&$,I(!
$+:!;J4!?'$,&!2$!L5(22(!5&&(+&(D!5+!&(!'%WW1-(,I%(-!(,!;-1I+-&(+-&!'(!J4!?;-18J4D!_(&!;-18
J4! I%-I+2(,)! '$,&! 2(! &$,N! *(-&! 2(&! 5-N$,(&! 2<L;>5g'(&! ()! 2(&! )%&&+&! ;1-%;>1-%Q+(&S! 922(&!
&+X%&&(,)!$25-&!+,!&)$'(!W%,$2!'(!L$)+-$)%5,!$*$,)!'(!'(*(,%-!'(&!IJ4!?O-()5,!()!$2S/!cB@m$/!
cB@mX=! _((!()! $2S/! cB@m$=! _%+! ()! $2S/! cBBr/! cBBA=!Z$%[! ()! $2S/! cBBoDS! _(+-!'%WW1-(,I%$)%5,!(&)!
'1;(,'$,)(! '+! #2)b8_! ?O$2$,! ()! $2S/! cB@C=! O-()5,! ()! $2S/! cB@mX/! cB@o=! _((! ()! $2S/! cB@m$=!
P+2(,'-$,!()!$2S/!cBBBD!?G+O'*#!NPDS!!
!
Chez l’homme, les cDC sont présentes dans la circulation sanguine, il a donc été proposé que 
2(&! IJ4! '$ns le sang ne soient pas complètement différenciées du fait qu’elles aient 
I5,&(-*1! 2(+-! I$;$I%)1! V! ;-52%W1-(-/! I5,)-$%-(L(,)! $+:! ;J4! ()! $+:! IJ4! '$,&! 2(&! 5-N$,(&!
2<L;>5g'(&!?Z%]]52%!()!$2S/!cB@b=!7(N+-$!()!$2S/!cB@c=!x%(N2(-8K(%)X-5I[!()!$2S/!cB@BDS!D’autres 
études soutiennent l’hypothèse de la plasticité des cDC du sang car les cDC2 du sang en 
;-1&(,I(!'(!eZ#α!()!'(!ei#b!;(+*(,)!&(!'%WW1-(,I%(-!(,!_4!?H$-)z,(]84%,N52$,%!()!$2S/!cB@C=!
H%2,(!()!$2S/!cB@mDS!
J(&! $,$2<&(&! )-$,&I-%;)5L%Q+(&! I5L;$-$)%*(&! '(&! '%WW1-(,)(&! &5+&! ;5;+2$)%5,&! '(! J4!
>+L$%,(&! ;-5*(,$,)! '(! '%WW1-(,)&! )%&&+&! 5,)! ;(-L%&! '(! L5,)-(-! Q+(! 2(! ;-5N-$LL(!
)-$,&I-%;)%5,,(2!'(&!&5+&8;5;+2$)%5,&!'(!J4!(&)!;-%,I%;$2(L(,)!'%I)1!;$-! 2(+-!5,)5N1,%(!()!
,5,! ;$-! 2(! L%I-5(,*%-5,,(L(,)! )%&&+2$%-(! ?K(%'[$L;! ()! $2S/! cB@o=! H%22(-! ()! $2S/! cB@cDS!
4(;(,'$,)/!2(&!&5+&8;5;+2$)%5,&!'(!J4!;-1&(,)(&!'$,&!2(&!)%&&+&!;1-%;>1-%Q+(&!;(+*(,)!.)-(!
influencé par des signaux provenant de leur tissu d’origine ?K(%'[$L;!()!$2S/!cB@oDS!
!
M1I(LL(,)/!N-wI(!V!'(&!1)+'(&!;$-!&%,N2(8I(22!MZ68&(Q/!%2!$!1)1!;-5;5&1!Q+(!2(&!;-1I+-&(+-&!
'(! J4! &5,)! ;-18'1)(-L%,1&! ;5+-! &(! '%WW1-(,I%(-! (,! IJ4@! 5+! IJ4c! ?O-()5,! ()! $2S/! cB@o=!
7I>2%)](-! ()! $2S/! cB@mDS! 9,! (WW()/! 7%N2(I8K! ()! _<o4! &5,)! '(&! L$-Q+(+-&! Q+%! ;(-L())(,)! '(!
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'%&)%,N+(-!2(&!&5+&8;5;+2$)%5,&!'(!;-18J4!(,N$N1(&!'$,&!2$!2%N,1(!IJ4@!?7%N2(I8K8_<o48!;-(8
J4D! 5+! 2$! 2%N,1(! IJ4c! ?7%N2(I8K8_<o4k! ;-(8J4D?7I>2%)](-! ()! $2S/! cB@mD. Chez l’homme, le 
I5L;$-)%L(,)! ;-18J4! I5,)%(,)! '(&! &5+&8;5;+2$)%5,&! '%&)%,I)(&/! I5L;-(,$,)! +,(! &5+&8
;5;+2$)%5,!'(!;-18J4!4J@cb>%46JH@84J@I8!Q+%!&5,)!$!+,!&)$'(!;-1I5I(!?,5,!(,N$N1!'$,&!2$!
'%WW1-(,I%$)%5,! '(&! IJ4@! 5+! IJ4cD! ()! '(+:! &5+&8;5;+2$)%5,&! '(! ;-18J4!4JCmM6k! 4J@cb25a!
46JH@k!?IJ4@D!()!4JCmM6k!4J@cb25a!4J@Ik?IJ4cD!?7((!()!$2S/!cB@rDS!
!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
G+O'*#!NP!M!F),1O7)+#!(#$!%B;h!6B;h!01)1%5,#$!#,!014B;g:/%!2'0/+)#$!
_(&! J4! ()! 2(&! L5,5I<)(&! '1-%*(,)! '(! I(22+2(&! &5+I>(&! >1L$)5;5g1)%Q+(&! '(! 2$! L5(22(!
5&&(+&(S!Ils dérivent d’un progéniteur commun, le MDP. Le MDP se différencie en CDP pour 
'5,,(-!'(&!;J4!()!'(&!;-1I+-&(+-&!'(!J4/!;+%&!'(&!IJ4S!_(&!;J4!()!2(&!IJ4!;-1&(,)&!'$,&!2(!
&$,N! ;(+*(,)!L%N-(-! *(-&! 2(&! )%&&+&! ;1-%;>1-%Q+(&! ()! 2(&! N$,N2%5,&! 2<L;>$)%Q+(&S! _(!HJP!
;(+)!1N$2(L(,)! &(!'%WW1-(,I%(-!(,!IH5P/!;+%&!(,!L5,5I<)(&S! _(&!L5,5I<)(&!'$,&! 2(! &$,N/!
L%N-(,)! *(-&! 2(&! )%&&+&! 5p! %2&! &(! '%WW1-(,I%(,)! (,! L58J4! 5+! L58H$IS! _(&! _4! '1-%*(,)! '(!
L5,5I<)(&!(LX-<5,,$%-(&!Q+%!(,&(L(,I(,)!2(&!)%&&+&!$*$,)!2$!,$%&&$,I(S!6X-1*%$)%5,&!f!K74/!
I(22+2(&! &5+I>(&! >1L$)5;5g1)%Q+(&!=! HJP/! H5,5I<)(&! J4! ;-1I+-&(+-!=! 4JP/! ;-1I+-&(+-!
I5LL+,!'(&!J4!=!_4/!I(22+2(&!'(!_$,N(->$,&!
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SK ?67%+/&+$/,+1)!.1)%,+1))#&&#!61'*!&/!%*1$$46*7$#),/,+1)!
J(!,5LX-(+&(&!1)+'(&!-1$2%&1(&!I>(]!2$!&5+-%&!5,)!L5,)-1!Q+(!I(&!&5+&8)<;(&!'(!J4!
5,)! '(&! W5,I)%5,&! '%WW1-(,)(&! ?H(-$'! ()! $2S/! cB@bDS! J$,&! I())(! ;$-)%(/! `(! '1I-%-$%! 2(&! &5+&8
;5;+2$)%5,&!'(!J4!%'(,)%W%1(&!I>(]!2$!&5+-%&!()!20>5LL(!Q+%!&5,)!I$;$X2(&!'(!I-5&&8;-1&(,)(-!
?G+O'*#!NQDS!
!
SKNK "#$!B;!%1)3#),+1))#&&#$!#,!&/!%*1$$46*7$#),/,+1)!
"#$!%B;!%2#i!&/!$1'*+$!
J(!,5LX-(+&(&!1)+'(&!5,)!L5,)-1!Q+(! 2(&! IJ4@! &5,)! &+;1-%(+-(&!$+:!$+)-(&! &5+&8
;5;+2$)%5,&!'(!J4!;5+-!2$!I-5&&8;-1&(,)$)%5,!I>(]!2$!&5+-%&S!J$,&!'(&!L5'R2(&!,$*B,("'!5+!)C*
B,B'/! 2(&! J4! 4Jhk! &5,)! ;2+&! (WW%I$I(! Q+(! 2(&! J4! 4Jh8! ;5+-! 2$! I-5&&8;-1&(,)$)%5,! '(! '%*(-&!
$,)%NR,(&!?O(2]!()!$2S/!cBBC/!cBBm=!'(,!K$$,!$,'!O(*$,/!cBBc=!P552(<!()!$2S/!cBB@=!7I>,5--(-!
()! $2S/! cBBoDS! _(&! J4! 4J@Bbk! L%N-$)5%-(&! &5,)! 2(&! ;2+&! (WW%I$I(! ;5+-! I-5&&8;-1&(,)(-! '(&!
$,)%NR,(&! $IQ+%&! '$,&! 2(&! ;5+L5,&! ?O($+I>$L;! ()! $2S/! cB@B=! J(&I>! ()! $2S/! cB@@=!
i(+-)&*$,s(&&(2!()!$2S/!cBBh=!'(2!M%5!()!$2S/!cBBrD/!2$!;($+!?O('5+%!()!$2S/!cBBA=!K(,-%!()!$2S/!
cB@BD!5+!20%,)(&)%,!?4(-5*%I!()!$2S/!cB@mDS!De plus, il a été montré qu’une ablation des cDC1 
I>(]!2(&!&5+-%&!$WW(I)(!2$!I-5&&8;-1&(,)$)%5,!'(&!$,)%NR,(&!&52+X2(&!5+!;$-)%I+2$%-(&!?J(&I>!()!
$2S/!cB@@=!s$&>%a$'$!()!$2S/!cB@@=!q$L$]$[%!()!$2S/!cB@bD!()!'(&!$,)%NR,(&!)+L5-$+:!?K(2W)!()!
$2S/!cB@c=!K%2',(-!()!$2S/!cBBh=! dN<{-)|!()!$2S/!cB@@=!Z5;5-$!()!$2S/!cB@cDS!e5+)(W5%&/! %2! $!1)1!
L5,)-1!Q+(!2$!I-5&&8présentation n’est pas affectée chez les cDC1 déficientes en IRAP, ce qui 
suggère qu’elles utilisent la voie cytosolique pour la cross8;-1&(,)$)%5,!?7(N+-$!()!$2S/!cBBADS!
!
_(&! IJ4@! ;-1&(,)(,)! 1N$2(L(,)! '(&! I$-$I)1-%&)%Q+(&! &;1I%W%Q+(&! W$*5-%&$,)! 2$! I-5&&8
;-1&(,)$)%5,S! J$,&! 2$! -$)(/! &(+2&! 2(&! J4! 4Jhk! 2%L%tent la dégradation de l’antigène en 
L$%,)(,$,)!+,!;K!$2I$2%,!'$,&!2(+-!I5L;$-)%L(,)!(,'5&5L$2!*%$!Z\jc!?7$*%,$!()!$2S/!cBBADS!
_(&! J4! 4Jhk! -1&%'(,)(&! ()! J4! L%N-$)5%-(&! 4J@Bbk! &5,)! ;2+&! (WW%I$I(&! ;5+-! (:;5-)(-! '(&!
;-5)1%,(&!(:5NR,(&!*(-&!2(!I<)5&52!?J(&I>!()!$2S/!cB@CDS!J(!;2+&/!2(&!J4!4Jhk!&+-(:;-%L(,)!2(&!
NR,(&! %L;2%Q+1&!'$,&! 2$! I-5&&8;-1&(,)$)%5,!;$-! -$;;5-)! $+:!J4!4Jh8! ?J+']%$[!()! $2S/! cBBr=!
Z$%-8i+;)$!()!$2S/!cB@CDS!
4(;(,'$,)/! '(&! 1)+'(&! 5,)! L5,)-1! Q+(! 2(&! IJ4c! &5,)! I$;$X2(&! '(! I-5&&8;-1&(,)(-! '(&!
I5L;2(:(&! %LL+,&! \F6! ?\F68d4D! $+:! 2<L;>5I<)(&! e! 4JhkS! 4>(]! 2(&! &5+-%&! '1W%I%(,)(&! (,!
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chaines gamma du récepteur Fc de l’immunoglobuline G (Fc(gamma)R!=!$*(I!+,!L5)%W!de6HD/!
2$! I-5&&8;-1&(,)$)%5,!(&)! $2)1-1(! I>(]! 2(&!J4!4Jh8!mais n’affecte pas la cross8;-1&(,)$)%5,!
;$-! 2(&! J4! 4Jhk! ?'(,! K$$,! $,'! O(*$,/! cBBcDS! _(&! J4! 4Jh8! -1&%'(,)(&! &5,)! 1N$2(L(,)!
I$;$X2(&!'(! I-5&&8;-1&(,)(-!'(&!$,)%NR,(&!$&&5I%1&!P#++/#"'2>+)%* +)")B,%,#)! *%$!J(I)%,!@/!
Q+%! I5,)%(,)! +,(! -1N%5,! %,)-$8I<)5;2$&L%Q+(! ;-1&(,)$,)! '(&! L5)%W&! de6H! ?O$I[(-! ()! $2S/!
cBBhDS! _(&! J4! 4Jh8! ;(+*(,)! 1N$2(L(,)! I-5&&8;-1&(,)$)%5,! '(&! $,)%NR,(&! (,! I%X2$,)! '(&!
-1I(;)(+-&! '(! &+-W$I(! ;$-! 20(:;-(&&%5,! 4JcBm! ?s$L;>5-&)! ()! $2S/! cB@BD! 5+! (,! ;-1&(,I(!
'0$'`+*$,)&! ?Z(+X(-)! ()! $2S/! cB@CDS! d2! $! $+&&%! 1)1! L5,)-1! Q+(! 2(&! J4! 4J@@Xk! L%N-$)5%-(&!
;-1&(,)(&!'$,&!2(&!;5+L5,&!5,)!2$!I$;$I%)1!'(!I-5&&8;-1&(,)(-!'(&!$,)%NR,(&!&52+X2(&!%,!*%*5!
(,! ;-1&(,I(! '+! 2%N$,'! '(! e_Mr! ?J(&I>! ()! $2S/! cB@CDS! d,! *%)-5/! 20$I)%*$)%5,! '(&! J4! 4J@@Xk!
;+2L5,$%-(&!;$-!e_Mr!;(-L()!2(!)-$,&W(-)!'(!;-5)1%,(&!(:5NR,(&!*(-&!2(!I<)5&52S!4(&!1)+'(&!
&+NNR-(,)! Q+(! 2(&! IJ4@! I-5&&8présentent efficacement les antigènes en l’absence 
d’activation alors que cDC2 ont besoin de signaux d'activation spécifiques pour (WW(I)+(-!2$!
I-5&&8;-1&(,)$)%5,S! d2! $! 1N$2(L(,)! 1)1! '1L5,)-1! Q+(! 2(&! I(22+2(&! '(! _$,N(->$,&! ,(! I-5&&8
;-1&(,)(,)!;$&!'0$,)%NR,(&!%,!*%*5!?O+-&I>!()!$2S/!cBBA=!dN<{-)|!()!$2S/!cB@@=!7(,(&I>$2!()!$2S/!
cB@CDS!
9,! -1&+L1/! I(&! -1&+2)$)&! &+NNR-(,)! Q+(! 2(&! IJ4@! L+-%,(&! &5,)! 2(&! ;2+&! (WW%I$I(&! ;5+-!
(WW(I)+(-!2$!I-5&&8;-1&(,)$)%5,!?G+O'*#!NQDS!
!
Les cDC chez l’homme!
En revanche, chez l’homme, les cDC1 et cDC2 dans les organes lymphoïdes sont 
I$;$X2(&!'(!I-5&&8présenter des antigènes solubles, en l’absence d’activation ?H%))$N!()!$2S/!
cB@@=!7(N+-$!()!$2S/!cB@c/!cB@b$DS!6;-R&!&)%L+2$)%5,!'(&! 2%N$,'&!'(!e_M/! ! 2(&!IJ4@!()!IJ4c!
'$,&!2(!&$,N!L5,)-(,)!+,(!(WW%I$I%)1!&%L%2$%-(!;5+-!2$!I-5&&8;-1&(,)$)%5,!?Z%]]52%!()!$2S/!cB@b=!
e(2!()!$2S/!cB@bDS!J(!;2+&/!I(&!'(+:!&5+&8;5;+2$)%5,&!'(!J4!;-5*(,$,)!'(&!;5+L5,&!'(!&5+-%&!
>+L$,%&1(&! &5,)!1N$2(L(,)! I$;$X2(&!'(! I-5&&8;-1&(,)(-!'(&! $,)%NR,(&! $+:! 2<L;>5I<)(&!e!
4Jh!L1L5%-(! ?q+! ()! $2S/! cB@bDS! 4(;(,'$,)/! 2(&! IJ4@! &(LX2(,)! .)-(! ;2+&! (WW%I$I(&! Q+(! 2(&!
IJ4c! ;5+-! 2$! I-5&&8;-1&(,)$)%5,! '0$,)%NR,(&! '1-%*1&! '(! I(22+2(&! ,1I-5)%Q+(&! ?E5,NX25('! ()!
$2S/!cB@B=!7(N+-$!()!$2S/!cB@b$D/!ce qui peut être dû à l’expression du récepteur Clec9A ?dX5--$!
()!$2S/!cB@c=!x(2(,$<!()!$2S/!cB@cDS!
!
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J(&! 1)+'(&! &+-! 2(&! L1I$,%&L(&! %,)-$I(22+2$%-(&! %L;2%Q+1&! '$,&! 2$! I-5&&8;-1&(,)$)%5,!
montrent que les cDC1 et cDC2 provenant d’amygdales ont un pH et une production de ROS 
;>$N5&5L$+:! &%L%2$%-(&/! %2! (,! (&)! '(! L.L(! I5,I(-,$,)! 2(+-!!
I$;$I%)1! V! )-$,&W1-(-! '(! ;-5)1%,(&! (:5NR,(&! '$,&! 2(+-! I<)5&52! ?7(N+-$! ()! $2S/! cB@b$DS! 4(&!
'(+:!&5+&8;5;+2$)%5,&!'(!DC dans le sang sont également capables d’exporter des antigènes 
(:5NR,(&! *(-&! 2(! I<)5&52/! &(+2(L(,)! &%! (22(&!5,)!1)1!;-1$2$X2(L(,)! $I)%*1(&! ?7(N+-$!()! $2S/!
cB@b$DS!d2!$!1)1!'1L5,)-1!Q+(!2$!I-5&&8;-1&(,)$)%5,!'0$,)%NR,(!&52+X2(!;$-!2(&!IJ4@!()!IJ4c!!
(&)!$WW(I)1(!(,!;-1&(,I(!'0%,>%X%)(+-&!'+!;-5)1$&5L(!?E5,NX25('!()!$2S/!cB@B=!7(N+-$!()!$2S/!
cB@c/! cB@b$D/! %,'%Q+$,)! Q+(! I(&! '(+:! &5+&8)<;(&! '(! J4! I-5&&8;-1&(,)(,)! ;$-! 2$! *5%(!
I<)5&52%Q+(S!4(;(,'$,)/!2$!I-5&&8;-1&(,)$)%5,!'(!I5L;2(:(&!%LL+,&!;$-!2(&!IJ4@!(&)!$2)1-1(!
;$-! 2(&! %,>%X%)(+-&! '+! ;-5)1$&5L(/! '(! 20$I%'%W%I$)%5,! '(&! (,'5&5L(&! ()! 2(&! %,>%X%)(+-&! '(&!
;-5)1$&(&! 2<&5&5L$2(&! ?#2%,&(,X(-N! ()! $2S/! cB@cD! &+NN1-$,)! Q+(! 2(&! *5%(&! I<)5&52%Q+(&! ()!
*$I+52$%-(&! ;5+--$%(,)! .)-(! +)%2%&1! ;$-! 2(&! IJ4! >+L$%,&/! (,! W5,I)%5,! '(! 2$! ,$)+-(! '(!
20$,)%NR,(S!J$,&! 2$!;($+/! 2(&!J4!4J@$k! ?s2(I>(*&[<!()! $2S/! cBBh=! 7(N+-$!()! $2S/! cB@cD! ()! 2(&!
I(22+2(&! '(! _$,N(->$,&! ?P52$[! ()! $2S/! cB@cD! &5,)! 1N$2(L(,)! I$;$X2(&! '(! I-5&&8;-1&(,)(-S!
4(;(,'$,)/!+,(!1)+'(!$!-$;;5-)1!Q+(!2(&!IJ4@!'(!2$!;($+!1)$%(,)!;2+&!(WW%I$I(&!;5+-!I-5&&8
;-1&(,)(-!'(&!$,)%NR,(&!&52+X2(&!Q+(!2(&!$+)-(&!&5+&8;5;+2$)%5,&!'(!J4!?K$,%WW$!()!$2S/!cB@cD!
?G+O'*#!NQDS!
!
SKPK !"#$!6B;!#,!&/!%*1$$46*7$#),/,+1)!
45,I(-,$,)! 2(&!;J4!L+-%,(&/! %2!$!1)1! -$;;5-)1!'$,&!+,!L5'R2(!)C*B,B'!Q+(! 2(&!;J4!
&5,)!I$;$X2(&!'(!I-5&&8;-1&(,)(-!$;-R&!&)%L+2$)%5,!'(&!e_M!?H5+-%R&!()!$2S/!cBBhD!5+!,$*B,("'!
(,! +)%2%&$,)! +,! $,)%NR,(! I%X2$,)! 4Jb@r! ?H5WW$)! ()! $2S/! cB@bDS! J$* B,B'O! 2(&! ;J4! ,(! &5,)! ;$&!
%L;2%Q+1&!'$,&!2$!I-5&&8présentation d’antigènes viraux. En revanche, ils sont essentiels pour 
l’activation des lymphocytes T CD4 via la sécrétion de l’IFN ?d,)(-W1-5,D! '(! )<;(! d! ;5+-!
contrôler l’infection virale!?4(-*$,)(&8O$--$N$,!()!$2S/!cB@c=!i(+-)&*$,s(&&(2!()!$2S/!cBBh=!_((!
()!$2S/!cBBA=!7a%(I[%!()!$2S/!cB@bDS!
Chez l’homme, de nombreuses études ont m5,)-1!Q+(! 2(&!;J4!>+L$%,(&!I-5&&8;-1&(,)(,)!
(WW%I$I(L(,)!'(&!$,)%NR,(&!&52+X2(&! ?6&;5-'!()!$2S/!cB@C=!H%))$N!()!$2S/!cB@@=!7(N+-$!()!$2S/!
cB@b$=!e(2!()!$2S/!cB@bD/!'(&!$,)%NR,(&!*%-$+:!?J%!P+II>%5!()!$2S/!cBBh=!K5(WW(2!()!$2S/!cBBr=!_+%!
()!$2S/!cBBA=!x>$,N!()!$2S/!cB@CD!L$%&!$+&&%!'(&!$,)%NR,(&!$&&5I%1&!$+:!I(22+2(&!?i+%22(-L(!()!
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$2S/! cB@bDS! Cependant, les pDC humaines n’ont pas la capacité de capturer et de cross8
;-1&(,)(-!'(&!$,)%NR,(&!,1I-5)%Q+(&!?7(N+-$!()!$2S/!cB@b$DS!Les pDC provenant d’amygdale&!
&5,)!2(&!;2+&!(WW%I$I(&!;5+-!2(!)-$,&W(-)!'(!;-5)1%,(&!(:5NR,(&!'$,&!2(!I<)5&52!?7(N+-$!()!$2S/!
cB@b$DS! J$,&! I(-)$%,(&! 1)+'(&/! 2$! I-5&&8présentation d'antigènes solubles et d’antigènes 
$&&5I%1&! $+:! I(22+2(&! (&)! %,>%X1! ;$-! 2(&! %,>%X%)(+-&! '+! ;-5)1$&5L(! ?K5(WW(2! ()! $2S/! cBBrDS!
4(;(,'$,)/! '$,&! +,(! $+)-(! 1)+'(/! %2! $! 1)1! L5,)-1! Q+(! 2$! I-5&&8présentation d’antigènes 
viraux par les pDC est affectée par les inhibiteurs de l’acidification endosomale et des 
;-5)1$&(&!2<&5&5L$2(&!()!%,'1;(,'$,)(!'+!;-5)1$&5L(!?J%!P+II>%5!()!$2S/!cBBhDS!4(&!1)+'(&!
&+NNR-(,)!Q+(!;J4!;(+*(,)!+)%2%&(-!V!2$!W5%&!2(&!*5%(&!I<)5&52%Q+(!()!*$I+52$%-(!;5+-!2$!I-5&&8
;-1&(,)$)%5,!?G+O'*#!NQDS!
!
SKQK "#$!014B;!#,!&/!%*1$$46*7$#),/,+1)!
! ! J$,&!'(&!I5,'%)%5,&!%,W2$LL$)5%-(&/!%2!$!1)1!L5,)-1!Q+(!2(&!L58J4!I>(]!2$!&5+-%&!&5,)!
I$;$X2(&!'(!I-5&&8;-1&(,)(-!)C*B,B'!'(&!$,)%NR,(&!Q+%!5,)!1)1!I$;)+-1&! ,$*B,B'* ?62'-%'N(!()!
$2S/!cBBA=!O$22(&)(-5&8e$)5!()!$2S/!cB@B=!_$,N2()!()!$2S/!cB@c=!7(N+-$!()!$2S/!cBBADS!J(!;2+&/!'$,&!
le cas d’encéphalomyélite (EAED!?E%!()!$2S/!cB@bD!5+!'$,&!+,!L5'R2(!'(!-1$I)%*$)%5,!'+!K7F8@!
?n$[%L!()!$2S/!cBBhD/!%2!$!1)1!;-5;5&1!Q+(!2(&!L58J4!%,W2$LL$)5%-(&!;(+*(,)!I-5&&8;-1&(,)(-!
'(&!$,)%NR,(&!'%-(I)(L(,)!'$,&!2(&!)%&&+&!%,W2$LL1&S!4>(]!2(&!&5+-%&!'1W%I%(,)(&!(,!dM6P/!2$!
I-5&&8;-1&(,)$)%5,! '0$,)%NR,(! &52+X2(! ;$-! 2(&! L58J4! (&)! ;$-)%(22(L(,)! $2)1-1(/! &+NN1-$,)!
Q+(! 2(! I>$-N(L(,)! &+-! 2(&! L521I+2(&! '+! 4HK! '(! I2$&&(! d! &(! ;-5'+%&$%)! '$,&! 2(&!
I5L;$-)%L(,)&!'+!M9!()!(,'5I<)$%-(&!?7(N+-$!()!$2S/!cBBAD!?G+O'*#!NQDS!
Chez l’homme les propriétés fonctionnelles des DC %,W2$LL$)5%-(&!>+L$%,(&!()!2(+-!I$;$I%)1!
V!I-5&&8;-1&(,)(-!5,)!1)1!1)+'%1(&!'+-$,)!I())(!)>R&(S!
Introduction 
 60 
!
!
!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
G+O'*#!NQ!M!"/!%*1$$4présentation par les DC chez la souris et chez l’homme!
_(&!IJ4@!L+-%,(&!I-5&&8;-1&(,)(,)!;2+&!(WW%I$I(L(,)!Q+(!2(&!IJ4cS!_(&!IJ4c!()!;J4!'5%*(,)!
.)-(! ;-1$2$X2(L(,)! $I)%*1(&! ;5+-! I-5&&8;-1&(,)(-! ?;5%,)%221! -5+N(DS! _$! I$;$I%)1! '(&! IJ4! ()!
;J4!>+L$%,(&! V! I-5&&8;-1&(,)(-! (&)! &%L%2$%-(S! _(&!;J4!>+L$%,(&!;(+*(,)!+)%2%&(-! 2(&!'(+:!
*5%(&! '(! I-5&&8;-1&(,)$)%5,S! _(&! L58J4! L+-%,(&! +)%2%&(,)! 2(&! '(+:! *5%(&! '(! I-5&&8
présentation. Chez l’homme, la capacité des mo8J4!()!'(&!L58H$I!V!I-5&&8présenter n’est 
;$&!I5,,+!()!!$!1)1!1)+'%1(!'+-$,)!I())(!)>R&(S!
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J/*,+#! <E!M! "#$! %#&&'&#$! (#)(*+,+-'#$! (7*+37#$! (#$! 01)1%5,#$! %2#i!
l’homme!
Au cours de l’inflammation, les monocytes sont recrutés vers les sites inflammatoires 
5p! %2&! &(! '%WW1-(,I%(,)! (,! I(22+2(&! '(,'-%)%Q+(&! Q+%! &5,)! $;;(21(&! "!L58J4!3! ?L5,5I<)(&!
'(-%*('!J4DS!
Dans cette partie, je développerai plus en détails l’origine des mo8J4! >+L$%,(&! ()! 2(+-&!
;-5;-%1)1&!W5,I)%5,,(22(&S!!
!
@K B7.+)+,+1)!(#$!014B;!!
J(! ,5LX-(+&(&! 1)+'(&! I>(]! 2$! &5+-%&! 5,)! L5,)-1! Q+(! 2(&! L5,5I<)(&! ;(+*(,)! &(!
'%WW1-(,I%(-! %,!*%*5!(,!J4!'$,&!'%*(-&!I5,)(:)(&! %,W2$LL$)5%-(&/!<!I5L;-%&! 2(&! %,W(I)%5,&!()!
2(&!L5'R2(&!'(!L$2$'%(&!$+)58%LL+,(&!?H%2',(-!()!$2S/!cB@b=!7(N+-$!$,'!6L%N5-(,$/!cB@bDS!
d2! $!1)1!L5,)-1!Q+(! 2(&!L58J4!5,)!'(&! I$-$I)1-%&)%Q+(&! &%L%2$%-(&!$+:!IJ4! )(22(&!Q+(!f! 2(+-!
L5-;>525N%(!$*(I!2$!;-1&(,I(!'(!'(,'-%)(&/!2(+-!I$;$I%)1!V!$I)%*(-!2(&!I(22+2(&!e!,$g*(&=!()!!V!
L%N-(-!*(-&! 2(&!N$,N2%5,&! 2<L;>$)%Q+(&S!J(!;2+&/!(22(&!;(+*(,)!.)-(!'1W%,%(&!(,!W5,I)%5,!'(!
2(+-!5,)5N1,R&(!()!'(&!W$I)(+-&!'(!)-$,&I-%;)%5,!Q+(22(&!(:;-%L(,)! ?i+%22%$L&!()!$2S/!cB@CDS!
J(!I(!W$%)/! 2(&!L58J4!&5,)!I2$&&1(&!I5LL(!+,(!&5+&8;5;+2$)%5,!'(!J4!'%&)%,I)(!'(&!IJ4!()!
;J4!?i+%22%$L&!()!$2S/!cB@CDS!
!
AK <(#),+.+%/,+1)!(#$!014B;!+).&/00/,1+*#$!2'0/+)#$!
_(&!L58J4!5,)!1)1! %'(,)%W%1(&!;5+-! 2$!@R-(! W5%&!'$,&! 2$!;($+!'(!;$)%(,)&!$))(%,)&!'(!
'(-L$)%)(! $)5;%Q+(! ()! ,5LL1(&! "I(22+2(&! '(,'-%)%Q+(&! 1;%'(-L%Q+(&! %,W2$LL$)5%-(&3!
?dJ94D! ?n522(,X(-N! ()! $2S/! @AAoDS! 4(&! I(22+2(&!,(! &5,)! ;$&! ;-1&(,)(&! '$,&! 2$! ;($+! &$%,(!()!
(22(&! &(! '%&)%,N+(,)! '(&! _4! ;$-! 2(+-! ;>1,5)<;(S! P$-! 2$! &+%)(/! 2(&! dJ94! 5,)! 1N$2(L(,)! 1)1!
%'(,)%W%1(&! '$,&! 2$! ;($+! '(&! ;$)%(,)&! $))(%,)&! '(! ;&5-%$&%&! ?n522(,X(-N! ()! $2S/! cBBcDS! Y,(!
$+)-(! 1)+'(! $! -$;;5-)1! 2$! ;-1&(,I(! '(! "J4! '(-L%Q+(&! %,W2$LL$)5%-(&3! '$,&! 2$! ;($+! '(!
;$)%(,)&! $))(%,)&! '(! ;&5-%$&%&! Q+%! &5,)! ;>1,5)<;%Q+(L(,)! '%WW1-(,)(&! '(&! J4! '(-L%Q+(&!
-()-5+*1(&!'$,&!+,(!;($+!&$%,(!?x$X$!()!$2S/!cBBADS!Cependant, il n’est pas encore clair si ces 
J4!%,W2$LL$)5%-(&!-(;-1&(,)(,)!+,(!W5-L(!$I)%*1(!'(!J4!I2$&&%Q+(&!5+!&%!(22(&!'1-%*(,)!'(!
L5,5I<)(&S!!
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Chez l’homme,!;2+&%(+-&!1)+'(&!5,)!L%&!(,!1*%'(,I(!Q+(!2(&!L5,5I<)(&!&5,)!-(I-+)1&!'$,&!
2(&!&%)(&!%,W2$LL$)5%-(&!5p!%2&!&(!'%WW1-(,I%(,)!(,!J4/!I5LL(!I>(]!2$!&5+-%&S!d2!$!1)1!5X&(-*1!
Q+(! 2(&! L5,5I<)(&! &5,)! -(I-+)1&! '$,&! 20%,)(&)%,! '(&! ;$)%(,)&! $))(%,)&! '0+,(! L$2$'%(!
%,)(&)%,$2(!%,W2$LL$)5%-(!)(22(&!Q+(!2$!L$2$'%(!'(!4-5>,/!'(!I52%)(!%,W(I)%(+&(&!5+!'$,&!2(!I$&!
d’ulcère ?i-%LL!()!$2S/!@AAmD!()!Q+(!2(!,5LX-(!'(!L5,5I<)(&!$+NL(,)(!'$,&!20%,)(&)%,!'(&!
;$)%(,)&! $))(%,)&! '(! 2$!L$2$'%(! '(! 4-5>,! ()! '(! I52%)(! +2I1-(+&(! ?s$L$'$! ()! $2S/! cBBhDS! Y,!
-(I-+)(L(,)! L$&&%W! '(! L5,5I<)(&! $+! ,%*($+! '(&! &%)(&! %,W2$LL$)5%-(&! $! 1N$2(L(,)! 1)1!
5X&(-*1!'$,&!'(&! I25Q+(&! I+)$,1(&! %,'+%)(&!;$-! 2$! I$,)>$-%'%,(! ?E(,,(-!()! $2S/! cB@CD/! I>(]!
des patients atteints d’une inflammation du péritoine ?_%$5!()!$2S/!cB@rD!()!'$,&!2$!L+Q+(+&(!
,$&$2(!'(!;$)%(,)&!$))(%,)&!'(!->%,%)(!$22(-N%Q+(!?9N+z2+]8i-$I%$!()!$2S/!cB@oDS!
!
4>(]!2(&!;$)%(,)&!$))(%,)&!'’allergie rhinite, des monocytes sont recrutés dans la muqueuse 
nasale dans les heures qui suivent l’exposition aux allergènes conduisant à l’apparition d’une 
,5+*(22(!;5;+2$)%5,!'(!J4!?$;-R&!b!`5+-&D/!&+NN1-$,)!Q+(!2(&!L5,5I<)(&!&(!'%WW1-(,I%(,)!(,!
L58J4S! Y,(! ;5;+2$)%5,! '(! "!J4! %,W2$LL$)5%-(&!3! $! $+&&%! 1)1! %'(,)%W%1(! '$,&! 2(! 2%Q+%'(!
&<,5*%$2!'(&!;$)%(,)&!$))(%,)&!'(!;52<$-)>-%)(!->+L$)5g'(!()!'$,&!2(&!$&I%)(&!;1-%)5,1$2(&!'(!
;$)%(,)&!I$,I1-(+:/!$*(I!+,!;>1,5)<;(!'%WW1-(,)!'(!I(2+%!'(&!IJ4!I2$&&%Q+(&! ?7(N+-$!()!$2S/!
cB@bXDS!
!
9,W%,/! 2(&! L58J4! 5,)! 1N$2(L(,)! 1)1! L%&(&! (,! 1*%'(,I(! '$,&! 2(&! )+L(+-&! ;+2L5,$%-(&! ()!
I525-(I)$2(&!>+L$%,(&S!4(&!L58J4! &5,)!;>1,5)<;%Q+(L(,)!;-5I>(&!'(&!L58J4! %'(,)%W%1(&!
'$,&!2(&!L5'R2(&!)+L5-$+:!'(!&5+-%&!?_$5+%!()!$2S/!cB@oDS!
9,! -1&+L1/! I(&! -1&+2)$)&! 1)$<(,)! 20%'1(! Q+(! 2(&! L5,5I<)(&! -(I-+)1&! &+-! 2(&! &%)(&!
%,W2$LL$)5%-(&!;(+*(,)!&(!'%WW1-(,I%(-!%,!&%)+!(,!L58J4!I>(]!20>5LL(S!
!
;K ;/*/%,7*+$,+-'#$!(#$!014B;!2'0/+)#$!
_(&!L58J4!%,W2$LL$)5%-(&!>+L$%,(&!(:;-%L(,)!'(&!L521I+2(&!'(!&+-W$I(&!;-1&(,)(&!
&+-! 2(&!J4! I2$&&%Q+(&!L$%&! (:;-%L(,)! 1N$2(L(,)! '(&!L$-Q+(+-&! '(!L$I-5;>$N(&! ?9N+z2+]8
i-$I%$! ()! $2S/! cB@o=! i+))L$,8q$&&[<! ()! $2S/! cBBr=! _$5+%! ()! $2S/! cB@o=! 7(N+-$! ()! $2S/! cB@bX=!
n522(,X(-N! ()! $2S/! cBBcDS! 9,! -(*$,I>(/! 2(&!L58DC n’expriment pas les molécules CD16 et 
4J@ob! Q+%! &5,)! ;-1&(,)(&! &+-! 2(&! L$I-5;>$N(&! ?_$5+%! ()! $2S/! cB@o=! 7(N+-$! ()! $2S/! cB@bXD!
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?>/V&#/'! QDS! _(&! L58J4! ;(+*(,)! 1N$2(L(,)! .)-(! '%&)%,N+1(&! '(&! L$I-5;>$N(&! ;$-! 2(+-!
L5-;>525N%(! ?G+O'*#! NSD! ()! 2(+-! I$;$I%)1! V! &)%L+2(-! 2$! ;-52%W1-$)%5,! '(&! 2<L;>5I<)(&! e!
?7(N+-$!()!$2S/!cB@bX=!x$X$!()!$2S/!cBBADS!
 
>/V&#/'! QM! :/*-'#'*$! 627)1,56+-'#$! (#$! B;! %&/$$+-'#$h! 014B;h! 01)1%5,#$! #,!
0/%*162/O#$K!W%.!/))#T#!NX!
 
 
 
 
 
 
 
:/*-'#'*$!(#!
$'*./%#!
%B;N! %B;P! :/%*162/O#! 014B;! ;BNSf!
01)1%5,#$!
?&/)4
B;!
K_68JM! k! k! k! k! k! k!
4J@@I! k! k! k! k! k! k!
4J@I! 8! k! 8! k! 8! 8!
4J@$! 8! e%&&+(8
'1;(,'(,)!
8! k! 8! 8!
4J@X! 8! e%&&+(8
'1;(,'(,)!
8! k! 8! 8!
4J@C@! k! 25a! 25a! k! 8! 8!
4J@C! 8! 8! k! %,)(-L1'%$%-(! k! 8!
4J@o! 8! 8! e%&&+(8
'1;(,'(,)!
8! 8l25a! k!
4JcBo! 8! e%&&+(8
'1;(,'(,)!
k! k! 8! 8!
42(IA6! k! 8! 8! 8! 8! 8!
4J@ob! 8! 8! e%&&+(8
'1;(,'(,)!
8! 8! 8!
4J@@X! 8! e%&&+(8
'1;(,'(,)!
k! k! k! k!
H(-es! 8! 8! k! 8! 8! 8!
#I(Md! 8! e%&&+(8
'1;(,'(,)!
8! k! 8! 8!
72$,!!
?H8J4hD!
8! 8! 8! 8! 8! k!
G+O'*#!NS!M!:1*621&1O+#!(#$!B;!2'0/+)#$!3#*$'$!
&#$!0/%*162/O#$S!J4!()!2(&!L$I-5;>$N(&!'+!2%Q+%'(!
&<,5*%$2! '(&! ;$)%(,)&! $))(%,)&! '(! ;52<$-)>-%)(!
->+L$)5g'(! 5,)! 1)1! %&521&! ()! 2(+-! L5-;>525N%(!
$,$2<&1(! $;-R&! I<)5&;%,! ()! i%(L&$lH$<8i-v,a$2'!
I525-$)%5,S!_$!L5-;>525N%(!J4!)<;%Q+(!I5L;-(,'!+,(!
;()%)(!)$%22(/!2$!;-1&(,I(!'(!'(,'-%)(&!()!2(!L$,Q+(!'(!
vacuoles internes. Bar = 10 μm.!
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BK F),1O7)+#!(#$!014B;!
_$!-(2$)%5,!'(&!L58DC aux monocytes est suggérée par l’expression de CCR2, qui est 
+,! -1I(;)(+-! '(! I>%L%5[%,(! (&&(,)%(2! ;5+-! 2(! -(I-+)(L(,)! '(&!L5,5I<)(&! '$,&! 2(&! )%&&+&!
;1-%;>1-%Q+(&! ?O5-%,N! ()! $2S/! @AArDS! 4(;(,'$,)/! %2! ,(! &0$N%)! ;$&! '0+,!L$-Q+(+-! $X&52+! '(&!
cellules dérivées des monocytes, car il a été montré dans l’intestin chez la souris, qu'une 
;5;+2$)%5,! '(! J4! (:;-%L$,)! 44Mck! '1-%*(! '(! ;-1I+-&(+-! '(! J4! ?;-18J4D! ()! ,5,! '(!
L5,5I<)(&!?7I5))!()!$2S/!cB@mDS!Généralement, l’ontogénie des DC humaines est déduite par 
l’analyse de leur profil transcriptomique!et par l’expression de facteurs de transcription qui 
2(+-! &5,)! &;1I%W%Q+(&/! L$%&! ;(+)! 1N$2(L(,)! .)-(! $,$2<&1(! V! 20$%'(! '(! L5'R2(&! '(!
'%WW1-(,I%$)%5,!%,!*%)-5!?O-()5,!()!$2S/!cB@m$=!i+%22%$L&!()!$2S/!cB@C=!_((!()!$2S/!cB@m$DS!_(&!L58
DC provenant d’ascites tumorales expriment une combinaison unique de facteurs de 
)-$,&I-%;)%5,!;$-)$N1&!$*(I!2(&!J4!I2$&&%Q+(&!?dM#C/!O6e#b/!xOeOCoD!5+!$*(I!2(&!L$I-5;>$N(&!
?9iM@/!9iMcD/!L$%&!,0(:;-%L(,)!;$&! 2(! W$I)(+-!'(! )-$,&I-%;)%5,!H6#O!Q+%!(&)! -(&)-(%,)!$+:!
L$I-5;>$N(&!?7(N+-$!()!$2S/!cB@bXDS!M1I(LL(,)/!+,!,5+*($+!L5'R2(!'(!'%WW1-(,I%$)%5,!'(&!
L5,5I<)(&!>+L$%,&!(,!L58J4!()!L58H$I!$!1)1!'1*(25;;1!$+!2$X5-$)5%-(S!J$,&!I())(!1)+'(/!
,5+&! $*5,&! L5,)-1! Q+(! 2(! W$I)(+-! '(! )-$,&I-%;)%5,! H6#O! I5,)-t2(! 2$! '%WW1-(,I%$)%5,! '(&!
L5,5I<)(&!(,!L58H$I/!)$,'%&!Q+(!dM#C/!O_dHP8@!()!6-<2!K<'-5I$-X5,!M(I(;)5-!?6KMD!&5,)!
(&&(,)%(2&!;5+-!2$!'%WW1-(,I%$)%5,!'(&!L5,5I<)(&!(,!L58J4!?i5+'5)!()!$2S/!cB@rD!?G+O'*#!N`DS!
J(!;2+&/!I>(]!2(&!;$)%(,)&!$))(%,)&!'0$-)>-%)(!`+*1,%2(!%'%5;$)>%Q+(!&<&)1L%Q+(/!2(&!L5,5I<)(&!
&5+&8(:;-%L(,)!2(!W$I)(+-!'(!)-$,&I-%;)%5,!6KM/!I5,'+%&$,)!V!2$!'%WW1-(,I%$)%5,!;-1W1-(,)%(22(!
'(&!L5,5I<)(&!(,!L58H$I!?4(;%[$!()!$2S/!cB@rDS!
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G+O'*#!N`!M!F),1O7)+#!(#$!%#&&'&#$!(7*+37#$!(#$!01)1%5,#$K!9,!-1;5,&(!V!'(&!&%N,$+:!(:)(-,(&!
?I<)5[%,(&! ()! 2%N$,'&! 6KMD/! 2(&! L5,5I<)(&! &(! '%WW1-(,I%(,)! (,! L$I-5;>$N(&! 5+! (,! I(22+2(&!
'(,'-%)%Q+(&S!_(&!W$I)(+-&!'(!)-$,&I-%;)%5,!-1N%&&$,)!I(&!'(+:!*5%(&!&5,)!%,'%Q+1&!
!
d2! $!1)1!L5,)-1!Q+(! 2(&!;-1I+-&(+-&!'(&!J4!I2$&&%Q+(&!>+L$%,(&!1)$%(,)!;-18(,N$N1&/!V!+,!
&)$'(!;-1I5I(/!!*(-&!2(!2%N,$N(!IJ4@!5+!IJ4c!?O-()5,!()!$2S/!cB@oDS!9,!-(*$,I>(/!20$,$2<&(!;$-!
&%,N2(!I(22!MZ68&(Q!'(&!L5,5I<)(&!4J@Ck!>+L$%,&!$!-1*121!Q+(!I(+:8I%!,(!I5,)%(,,(,)!;$&!
'(!;-1I+-&(+-&!Q+%!&(-$%(,)!;-18(,N$N1(&!V!&(!'%WW1-(,I%(-!(,!L58J4!5+!(,!L58H$I!?i5+'5)!
()! $2S/! cB@rDS! 6+! I5,)-$%-(/! 2(&! L5,5I<)(&! 4J@Ck! '+! &$,N! &5,)! ;-5N-$LL1&! ;5+-! &(!
'%WW1-(,I%(-!&;5,)$,1L(,)!(,!L5,5I<)(&!4J@o!k!'$,&!2(!&$,N!?P$)(2!()!$2S/!cB@r$D!?IW!;$-)%(!
3 monocytes), à moins qu’ils ne migrent vers les tissus. Les monocytes partagent!'(&!NR,(&!
(:;-%L1&!;$-!2(&!L58H$I/!&+NN1-$,)!Q+(!'$,&!2(&!)%&&+&/!2(&!L5,5I<)(&!&(!'%WW1-(,I%(,)!;$-!
'1W$+)!(,!L$I-5;>$N(&!V!L5%,&!Q+0%2&!,(!-(,I5,)-(,)!'(&!&%N,$+:!&;1I%W%Q+(&/! )(2&!Q+(! 2(&!
I<)5[%,(&! %,W2$LL$)5%-(&! ()! 2(&! 2%N$,'&! 6KM! ;(-L())$,)! 2(+-! '%WW1-(,I%$)%5,! (,! L58J4!
?i5+'5)!()!$2S/!cB@rDS!!
_$!'%WW1-(,I%$)%5,!'(&!L58J4!()!L58H$I!(&)!-1N%(!;$-!'(&!W$I)(+-&!'(!)-$,&I-%;)%5,!'%&)%,I)&/!
ce qui signifie qu’elles ne représenten)! ;$&!+,(!;5;+2$)%5,! I(22+2$%-(!>$+)(L(,)!;2$&)%Q+(!
I5LL(!%2!$!1)1!&+NN1-1!?i+%22%$L&!()!$2S/!cB@CD, mais qu’il s’agit plutôt d’authentiques lignées 
I(22+2$%-(&!'%&)%,I)(&/!'1-%*1(&!'(!L5,5I<)(&!?G+O'*#!N`DS!
!
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9K ?&/)4B;!
_(&! I(22+2(&!4J@ok!Q+%!(:;-%L(,)!+,(! W5-L(!L+)1(!'(!o8&+2W58_$IZ6I!'+!P7i_8@! ?@*
%)1)+(,$*01>+'&"'(),$*1,0#$-*4D!5,)!1)1!'1,5LL1(&!"72$,8J43S!d2!$!1)1!;-5;5&1!Q+(!2(&!72$,8
J4! -(;-1&(,)(,)! +,! &5+&8)<;(! '(! J4! %,W2$LL$)5%-(&! $<$,)! 2$! I$;$I%)1! '(! ;-5'+%-(! '(!
N-$,'(&! Q+$,)%)1&! '(! eZ#α! $;-R&! &)%L+2$)%5,! ?7I>}[(2! ()! $2S/! cBBcDS! 4(&! I(22+2(&! 5,)! 1)1!
%,%)%$2(L(,)!%'(,)%W%1(&!'$,&!2(!&$,N/!L$%&!;(+*(,)!$+&&%!.)-(!;-1&(,)(&!'$,&!'(&!)%&&+&!)(2&!
Q+(! 2$! ;($+! '(&! ;$)%(,)&! $))(%,)&! '(! ;&5-%$&%&! ?K},&(2! ()! $2S/! cB@@D/! 2(&! N$,N2%5,&!
2<L;>$)%Q+(&! ?F(-L%! ()! $2S/! cB@CD/! 2$! 2$L%,$! ;-5;-%$! ?\N%,5! ()! $2S/! cB@bD/! 2(&! N$,N2%5,&!
L1&(,)1-%Q+(&!()!2$!L+Q+(+&(!%,)(&)%,$2(!'(!;$)%(,)&!$))(%,)&!'(!2$!L$2$'%(!'(!4-5>,!?O&$)!
()!$2S/!cB@mD/!'(!I$-I%,5L(!-1,$2! ?e5L$!()!$2S/!cB@mD/!'(&!$L<N'$2(&!?F(-L%!()!$2S/!cB@CD!()!
21&%5,&! I1-1X-$2(&! '(! ;$)%(,)&! $))(%,)&! '(! &I21-5&(! (,! ;2$Q+(&! ?e>5L$&! ()! $2S/! cB@CDS!
4(;(,'$,)/!20$,$2<&(!)-$,&I-%;)5L%Q+(!I5L;$-$)%*(!$!%'(,)%W%1!2(&!&2$,8J4!I5LL(!1)$,)!+,(!
&5+&8;5;+2$)%5,! '(! L5,5I<)(&! 4J@ok! ?4-5&! ()! $2S/! cB@B=! K5W(-! ()! $2S/! cB@mD! '%&)%,I)(! '+!
2%N,$N(!'(&!IJ4!?*$,!_((+a(,8s(-[>5WW!()!$2S/!cB@rDS!
!
4(&!-1&+2)$)&!&5,)!1N$2(L(,)!I5,W5-)1&!;$-!20$,$2<&(!W5,I)%5,,(22(!L5,)-$,)!Q+(!2(&!72$,8J4!
&5,)!;(+!(WW%I$I(&!'$,&! 2$! I-5&&8;-1&(,)$)%5,!I5,)-$%-(L(,)!$+:!J4!I2$&&%Q+(&! ?4-5&!()!$2S/!
cB@B=!*$,!_((+a(,8s(-[>5WW!()!$2S/!cB@rDS!J(!;2+&/!2(&!72$,8J4!,0(:;-%L(,)!;$&!44Mr!?e5L$!
()! $2S/! cB@mD! ()! ;-1&(,)(,)! +,(!L5-;>525N%(! '(!L$I-5;>$N(! '$,&! 2(&! )%&&+&! ?\N%,5! ()! $2S/!
cB@bDS!4(&!5X&(-*$)%5,&!&+NNR-(,)!Q+(!2(&!72$,8J4!;5+--$%(,)!.)-(!+,!&5+&8)<;(!L5,5I<)$%-(!
&;1I%$2%&1!;2+)t)!Q+(!'(&!L58J4S!
!
GK B+$,*+V',+1)!(#$!014B;!2'0/+)#$!
NK "#$!014B;!(/)$!&#$!0'-'#'$#$!
P2+&%(+-&!1)+'(&!5,)!%'(,)%W%1!'$,&!2(&!;5+L5,&!5+!2(!2$*$N(!X-5,I>58$2*152$%-(!?O6_D!
d’individus sains une population de cellules exprimant CD14, CD1c, CD1a et CD206. De plus, 
2(&! $,$2<&(&! )-$,&I-%;)5L%Q+(&! ! %,'%Q+(,)! Q+(! I(&! I(22+2(&! (:;-%L(,)! $+&&%! dM#C/! 44Mc!
?O$>$-5L!()!$2S/!cB@o=!J(&I>!()!$2S/!cB@oD/!4J@@X!()l5+!44Mr!?P$)(2!()!$2S/!cB@rXD!?>/V&#/'!
SDS! 4(&! -1&+2)$)&! &+NNR-(,)! '5,I! Q+(! '(&! L58J4! &5,)! ;-1&(,)(&! '$,&! 2(&! ;5+L5,&! (,!
l’absence d’inflammation.!
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_(&! I(22+2(&! 4J@C25a4JcBok! 4J@Ik! 4J@$k! #I(Mdk! 4J@@Xk! ;(+*(,)! 1N$2(L(,)! .)-(! )-5+*1(&!
'$,&! 2(!;1-%)5%,(!I>(]!'(&!;$)%(,)&/!$*(I!5+!&$,&!;1-%)5,%)(! %,'+%)(!;$-!'%$2<&(! ?_%$5!()!$2S/!
cB@rD. Ces cellules expriment CCR2, IRF4 et augmentent l’expression CCR7 une fois activées 
?_%$5!()!$2S/!cB@rD, suggérant qu’il s’agit de mo8J4S!
e-5%&! ;5;+2$)%5,&! ;-%,I%;$2(&! '(! J4! 5,)! 1)1! %'(,)%W%1(&! '$,&! 20%,)(&)%,! N-.2(/! '5,)! +,(!
;5;+2$)%5,!4J@Ik!4J@@Xk!I>(]!2(&!;$)%(,)&!;-1&(,)$,)!+,(!L+Q+(+&(!><;(-1L%Q+(!?I0(&)8V8
'%-(! $*(I! +,(! $+NL(,)$)%5,! '(&! -5+N(+-&! ()! '+! W2+:! &$,N+%,/! I5L;$)%X2(! $*(I!
20%,W2$LL$)%5,D! ?n$)I>L$[(-! ()! $2S/! cB@CDS! L’analyse transcriptomique montre que cette 
;5;+2$)%5,! (&)! ;2+&! ;-5I>(! '(&! L5,5I<)(&! &$,N+%,&! Q+(! '(&! J4! I2$&&%Q+(&! '+! &$,N/!
&+NN1-$,)!Q+(! I(! &5,)!'(&!L58J4S! 9,W%,/! 2$! ;-1&(,I(!'(!L58J4!'$,&! 2$!;($+!>+L$%,(!(,!
l’abscence d’inflammation reste encore déterminer. Toutefois, il a été! ;-5;5&1! Q+(! 2(&!
4J@Ck! J4! '(-L$2(&! ;5+--$%(,)! .)-(! '(&! L58J4! ()! (22(&! ;-1&(,)(,)! 1N$2(L(,)! +,! ;-5W%2!
)-$,&I-%;)5L%Q+(! ;-5I>(! '(&!L5,5I<)(&! &$,N+%,&! ?K$,%WW$! ()! $2S/! cBBA/! cB@cDS! 4(;(,'$,)/!
I())(! ;5;+2$)%5,! ;(+)! .)-(! >1)1-5NR,(! ()! +,(! N-$,'(! ;$-)%(! '0(,)-(! (22(&! &5,)! '(&!
L$I-5;>$N(&!'1-%*1&!'(!L5,5I<)(&!?HIi5*(-,!()!$2S/!cB@CDS!
!
PK "#$!014B;!2'0/+)#s et  l’environnement tumoral!
P2+&%(+-&!1)+'(&!I>(]!2$!&5+-%&!5,)!L5,)-1!Q+(!2(&!L5,5I<)(&!I%-I+2$,)&!&5,)!-(I-+)1&!
'$,&!2(&!)+L(+-&!()!;(+*(,)!&(!'%WW1-(,I%(-!(,!L58J4!$+!,%*($+!'+!&%)(!)+L5-$2!?~%$,!()!$2S/!
cB@@=! 7>$,'! ()! $2S/! cB@CD. Par analogie, il est possible que les tumeurs chez l’homme 
I5,)%(,,(,)! '(&! L58J4! %,W2$LL$)5%-(&! '$,&! 20%,W%2)-$)! L<125g'(S! _$! ;-1&(,I(! '(! I(22+2(&!
OJ46@k!4J@Ck!4J@@Xk!dans des tumeurs colorectales et pulmonaires a permis d’identifier la 
;-1&(,I(!'(!L58DC dans l’environnement tumoral ?_$5+%! ()! $2S/! cB@oDS!J(&! I(22+2(&!4J@Ck!
4J@Ik/!Q+%!&5,)!;-5X$X2(L(,)!'(&!L58J4/!5,)!1N$2(L(,)!1)1!5X&(-*1(&!;$-!>%&)525N%(!'$,&!
2(&! 21&%5,&!I+)$,1(&!'+!L12$,5L(!()! 2(&!L1)$&)$&(&!'+!It25,! ?O$['$&>!()!$2S/!cB@oDS!9,W%,/!
+,(! $,$2<&(! ;$-! 7%,N2(! I(22! MZ68&(Q! '(&! $'1,5I$-I%,5L(&! ;+2L5,$%-(&! $! L5,)-1! Q+(!
I(-)$%,(&! 4J@Ik! J4! (:;-%L(,)! $+&&%! '(&! L$-Q+(+-&! '(! L5,5I<)(&! l! L$I-5;>$N(&! ?4J@C/!
CCR2, CD206, CD64, CD11b), suggérant qu’il s’agit de DC dérivées de monocytes ?_$*%,!()!$2S/!
cB@rD!?>/V&#/'!SDS!
!
!
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QK "#$!014B;!2'0/+)#$!(/)$!&#!$/)O!
J(&! L58J4! >+L$%,(&! 5,)! 1)1! %'(,)%W%1(&! '$,&! '%*(-&! )%&&+&! ?>/V&#/'! SD/! L$%&! 2$!
;-1&(,I(!'(!L58J4!I%-I+2$,)(&!'$,&!2(!&$,N!-(&)(!%,I(-)$%,(S!e5+)(W5%&/!'(&!1)+'(&!L5,)-(,)!
2$!;-1&(,I(!'(!I(22+2(&!4J@Ck!4J@Ik!4J@@Xk!'$,&!2(!&$,N!/!Q+%!,0(:;-%L(,)!,%!4JcBo/!,%!4J@$!
?O$['$&>!()!$2S/!cB@oDS!4())(!;5;+2$)%5,!(&)!;2+&!12(*1(!'$,&!2(!&$,N!'(&!;$)%(,)&!$))(%,)&!'(!
L12$,5L(! ;$-! -$;;5-)! $+:! '5,,(+-&! &$%,&S! _0$,$2<&(! )-$,&I-%;)5L%Q+(! I5L;$-$)%*(! $!
montré que cette population est étroitement apparentée aux monocytes, mais il n’est pas 
clair s’il s’agit d’une sous8;5;+2$)%5,!'(!L5,5I<)(&!5+!'(!J4!'1-%*1(&!'(!L5,5I<)(&S!
J(!;2+&/!20$,$2<&(!;$-!7%,N2(!I(22!MZ68&(Q!$!L5,)-1!Q+(!2(&!4J@Ik!J4!'+!&$,N!I5L;-(,,(,)!
'(+:! &5+&8N-5+;(&! '%&)%,I)&/! '5,)! 20+,! (&)! '1W%,%)! I5LL(! "%,W2$LL$)5%-(3! ?F%22$,%! ()! $2S/!
cB@rDS!4(&!4J@Ik!J4!"%,W2$LL$)5%-(&3!(:;-%L(,)!206MZL!'(!4J@C/!L$%&!;$&!2$!;-5)1%,(!V!2$!
&+-W$I(! I(22+2$%-(S! 922(&! ;(+*(,)! .)-(! '%&)%,N+1(&! '(! 20$+)-(! &5+&8N-5+;(! 4J@Ik! J4! ;$-!
l’expression de CD163 et CD36. Bien qu'elles soient appelées «inflammatoires», ces cellules 
&5,)!;2+&!;-5I>(&!'(&!J4!I2$&&%Q+(&!Q+(!'(&!L5,5I<)(&/!()!&5,)!)-R&!;-5X$X2(L(,)!'1-%*1(&!
'(! ;-18J4S! _(&! ;-5;-%1)1&! '(! I(&! '(+:! ;5;+2$)%5,&! '(! 4J@Ik! J4! '5%*(,)! .)-(! L%(+:!
I$-$I)1-%&1(&S
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>/V&#/'!S!M!B+$,*+V',+1)!(#$!014B;!(/)$!&#$!,+$$'$!2'0/+)$!
!
SK J*16*+7,7$!.1)%,+1))#&&#$!(#$!014B;!2'0/+)#$!
9:!*%*5/!%2!$!1)1!L5,)-1!Q+(!2(&!L58J4!>+L$%,(&!$I)%*(,)!(WW%I$I(L(,)!2(&!I(22+2(&!e!
4JC!()!4Jh!?_%$5!()!$2S/!cB@r=!7(N+-$!()!$2S/!cB@bX=!x$X$!()!$2S/!cBBADS!_(&!L58J4!;1-%)5,1$2(&!
sécrètent de l’IL8o/!'+!eZ#α, de l’IL18b et de l’IL8@c;rB!25-&!'0+,(!-(&)%L+2$)%5,!(:!*%*5!?_%$5!
()! $2S/! cB@rDS! J(&! L58J4! '(! O6_! &1I-R)(,)! 1N$2(L(,)! '+! eZ#α! une fois qu’elles sont 
-(&)%L+21(&/!L$%&!2(+-!I$;$I%)1!V!&1I-1)(-!'0$+)-(&!I<)5[%,(&!,0$!;$&!1)1!-$;;5-)1(!?O$>$-5L!
()!$2S/!cB@oDS!9,!-(*$,I>(/! 2(&!L58J4! %,W2$LL$)5%-(&!;-1&(,)(&!'$,&!'(&!$&I%)(&!)+L5-$2(&!
sécrètent de l’IL8o/!'+!eZ#8a, et de l’IL18b sans qu’il soit nécessaire de les restimuler ex vivo, 
I(!Q+%! &+NNR-(!Q+(! 2(&!L58J4! &5,)!'1`V! $I)%*1&! %,! &%)+!;$-! 20(,*%-5,,(L(,)! %,W2$LL$)5%-(!
'(&! $&I%)(&S! _(&! L58DC issues d’ascites sécrètent égaleL(,)! d_8@c;rB! ()! d_8cb! 25-&! '0+,(!
-(&)%L+2$)%5,!(:!*%*5!?7(N+-$!()!$2S/!cB@bXDS!
>+$$'$! ;1)(+,+1)! 87.7*#)%#$!
O6_! Z5-L$2! ?O$>$-5L!()!$2S/!cB@oD!@ClBblcB@h!@mfB@fBB!
O6_! Z5-L$2! ?P$)(2!()!$2S/!cB@rXD!!
e+L(+-!I525-(I)$2(! 4$,I(-! ?_$5+%!()!$2S/!cB@oD!!
d,)(&)%,! Z5-L$2! ?n$)I>L$[(-!()!$2S/!cB@CD!!
P5+L5,! Z5-L$2! ?J(&I>!()!$2S/!cB@oD!!
4$,I(-!'+!;5+L5,! 4$,I(-! ?_$5+%!()!$2S/!cB@oD!
4$,I(-!'+!;5+L5,! 4$,I(-! ?_$*%,!()!$2S/!cB@rD!!
H12$,5L(! 4$,I(-! ?O$['$&>!()!$2S/!cB@oD,!
H+Q+(+&(!,$&$2(! M>%,%)(!$22(-N%Q+(! ?9N+z2+]8i-$I%$!()!$2S/!cB@oD!
P1-%)5%,(! Z5-L$2! ?_%$5!()!$2S/!cB@rD!!
P1-%)5%,(! P1-%)5,%)(! ?_%$5!()!$2S/!cB@rD!
P1-%)5%,(! 6&I%)(!)+L5-$2(! ?7(N+-$!()!$2S/!cB@bXD!!
P($+! J(-L$)%)(!$)5;%Q+(! ?n522(,X(-N!()!$2S/!@AAoD!!
P($+! P&5-%$&%&! ?n522(,X(-N!()!$2S/!cBBcD!
?x$X$!()!$2S/!cBBAD!!
_%Q+%'(!&<,5*%$2! P52<$-)>-%)(!->+L$)5g'(! ?7(N+-$!()!$2S/!cB@bXD!
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9,! $II5-'! $*(I! 2(+-! I$;$I%)1! V! ;-5'+%-(! '(! 20d_8cb/! 2(&! L58J4! %,W2$LL$)5%-(&! '(&! $&I%)(&!
)+L5-$2(&!()!'+! 2%Q+%'(!&<,5*%$2!'(&!;$)%(,)&!$))(%,)&!'(!;52<$-)>-%)(! ->+L$)5g'(! &5,)!'(&!
%,'+I)(+-&! ;+%&&$,)&! '(! 2$! ;52$-%&$)%5,! e>@r! (:! *%*5! ?7(N+-$! ()! $2S/! cB@bXDS! _(&! L58J4!
%,W2$LL$)5%-(&! '(! 2$! ;($+! '(&! ;$)%(,)&! $))(%,)&! '(! ;&5-%$&%&! %,'+%&(,)! 1N$2(L(,)! +,(!
;52$-%&$)%5,!e>@r!(:!*%*5!?x$X$!()!$2S/!cBBADS!_(&!I(22+2(&!e>@r!`5+$,)!+,!-t2(!L$`(+-!'$,&!2(&!
21&%5,&!)%&&+2$%-(&!'$,&!I(&!L$2$'%(&/!I(&!-1&+2)$)&!&+NNR-(,)!Q+(!2(&!L58J4!%,W2$LL$)5%-(&!
;5+--$%(,)!.)-(! %L;2%Q+1(&!'$,&! 2$!;$)>5N(,R&(!(,!$2%L(,)$,)! 20%,W2$LL$)%5,S!Z1$,L5%,&/!
2(&! ;-5;-%1)1&! '(&! L58J4! %,W2$LL$)5%-(&! &(-5,)! ;-5X$X2(L(,)! %,W2+(,I1(&! ;$-! 2(+-!
L%I-5(,*%-5,,(L(,)/!()!2(+-!I$;$I%)1!'(!;52$-%&$)%5,!'(&!2<L;>5I<)(&!e!;(+)!.)-(!'%WW1-(,)(!
&(25,!2(&!;$)>525N%(&!?G+O'*#!NaDS!
 
 
 
 
 
 
 
 
 
 
 
 
 
G+O'*#! Na!M! G1)%,+1))/&+,7! (#$! 014B;K! La sécrétion d’IL8cb! ;$-! 2(&! L58J4! %,'+%&(,)! 2$!
'%WW1-(,I%$)%5,!'(&!_e!4JC!(,!e>@rS!_(&!L58J4!%,'+%&(,)!'(&!_e!4Jh!I<)5)5:%Q+(&!()!I())(!%,'+I)%5,!
est dépendante des lymphocytes T CD4. Les mécanismes moléculaires impliqués dans l’induction des 
_e!4Jh!I<)5)5:%Q+(&!&5,)!(,I5-(!%,I5,,+&S!
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FAY9;><G?!
!
_$! I-5&&8;-1&(,)$)%5,! (&)! (&&(,)%(22(! ;5+-! 20%,'+I)%5,! '(&! I(22+2(&! e! 4Jh! k!
I<)5)5:%Q+(&! (WW%I$I(&! I5,)-(! 2(&! %,W(I)%5,&! 5+! 2(! I$,I(-S! J(! ,5LX-(+&(&! 1)+'(&! I>(]! 2$!
&5+-%&!5,)!L5,)-1!Q+(! 2$!I-5&&8;-1&(,)$)%5,!(&)!-1$2%&1(!;$-!'(&!I(22+2(&!'(,'-%)%Q+(&!?J4D/!
I(-)$%,(&! &5+&8;5;+2$)%5,&! '(! J4! 1)$,)! ;2+&! (WW%I$I(&! Q+(! '0$+)-(&S! 9,! -(*$,I>(/! 2(&! IJ4!
>+L$%,(&! 5,)! )5+)(&! 2(&!L.L(&! I$;$I%)1&! V! I-5&&8;-1&(,)(-/! L$%&! 2$! I$;$I%)1! '(&!L58J4!
>+L$%,(&!V!I-5&&8présenter n’a pas encore été caractérisée. !
!
J(+:! *5%(&! ;-%,I%;$2(&! ;5+-! 2$! I-5&&8;-1&(,)$)%5,! 5,)! 1)1! '1I-%)(&S! J$,&! 2$! "*5%(!
I<)5&52%Q+(3/! 2(&!$,)%NR,(&!(:5NR,(&!&5,)!)-$,&W1-1&!'(&!I5L;$-)%L(,)&!(,'5I<)$%-(&!'$,&!
2(!I<)5&52/!5p!%2&!&5,)!'1N-$'1&!;$-! 2(!;-5)1$&5L(S!J$,&!2$!"*5%(!*$I+52$%-(3/! 2(&!$,)%NR,(&!
%,)(-,$2%&1&! &5,)! '1N-$'1&! '$,&! 2(&! I5L;$-)%L(,)&! (,'5I<)$%-(&! ;$-! 2(&! ;-5)1$&(&!
2<&5&5L$2(&S! _(! 2$X5-$)5%-(! $!L5,)-1! Q+(! 2(&! IJ4@/! IJ4c! ()! ;J4! '(&! 5-N$,(&! 2<L;>5g'(&!
>+L$%,&! )-$,&WR-(,)! (WW%I$I(L(,)! '(&! ;-5)1%,(&! (:5NR,(&! '$,&! 2(+-! I<)5&52/! ()! ;(+*(,)!
'5,I! I-5&&8;-1&(,)(-! (,! +)%2%&$,)! 2$! *5%(! I<)5&52%Q+(S! J(&! 1)+'(&! 5,)! L5,)-1! Q+(! 2$! *5%(!
vacuolaire existe chez l’homme, mais sa pertinence physiologique reste peu claire. Chez la 
&5+-%&/! %2! $! 1)1! L5,)-1! Q+(! 2(&! L58J4/! '$,&! +,! I5,)(:)(! %,W2$LL$)5%-(/! +)%2%&(,)! 2$! *5%(!
*$I+52$%-(! ;5+-! 2$! I-5&&8;-1&(,)$)%5,S! Z5+&! $*5,&! '5,I! *5+2+! '1)(-L%,(-! &%! 2(&! L58J4!
>+L$%,(&/!'$,&!+,!I5,)(:)(!%,W2$LL$)5%-(!()!)+L5-$2/!5,)!2$!I$;$I%)1!'(!I-5&&8;-1&(,)(-!()!
Q+(22(!*5%(!(22(&!+)%2%&(,)S!
!
6+!I5+-&!'(!I())(!)>R&(/!,5+&!$*5,&!'5,I!'1I%'1!'$,&!+,!;-(L%(-!)(L;&!'(!'1)(-L%,(-!&%!2(&!
L58J4! ()!L58H$I! >+L$%,&! &5,)! I$;$X2(&! '(! I-5&&8;-1&(,)(-/! ;+%&! ,5+&! $*5,&! I>(-I>1! V!
%'(,)%W%(-! 2(&!L1I$,%&L(&! %,)-$I(22+2$%-(&!+)%2%&1&!;$-! 2(&!L58J4!;5+-! 2$! I-5&&8;-1&(,)$)%5,S!
9,W%,/!,5+&!$*5,&!*5+2+!'1)(-L%,(-!&%!2(&!L58J4!()!L58H$I!%,'+%&(,)!+,(!-1;5,&(!4e_S!
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present antigens exclusively through a vacuolar pathway!
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@V$,*/%,!
e>(!;-(&(,)$)%5,!5W!(:5N(,5+&!$,)%N(,&!5,!HK4!I2$&&!d!L52(I+2(&/!)(-L('!I-5&&8;-(&(,)$)%5,/!
%&!(&&(,)%$2!W5-!)>(! %,'+I)%5,!5W!I<)5)5:%I!4Jhk!e!I(22&S! d,!L5+&(/!'(,'-%)%I!I(22&! ?J4D!)>$)!$-%&(!
W-5L!L5,5I<)(&! ?L58J4D!'+-%,N! %,W2$LL$)%5,!;2$<!$![(<! -52(! %,! I<)5)5:%I!e! I(22! -(&;5,&(&!X<!
I-5&&8;-(&(,)%,N!$,)%N(,&!'%-(I)2<!%,!;(-%;>(-$2!)%&&+(&S!n>()>(-!>+L$,!,$)+-$22<85II+-%,N!L58
J4!I$,!I-5&&8;-(&(,)!%&!+,[,5a,S!e5!$''-(&&!)>%&!Q+(&)%5,/!a(!>$*(!+&('!>+L$,!L58J4!'%-(I)2<!
;+-%W%('!W-5L!;(-%)5,($2! )+L5-!$&I%)(&S!Y&%,N!&%,N2(8I(22!MZ68&(Q/!a(! W%-&)!I5,W%-L!)>$)!$&I%)(&!
J4! I5,)$%,! (:I2+&%*(2<! L5,5I<)(8'(-%*('! I(22&S! O5)>! $&I%)(&! L58J4! $,'! L$I-5;>$N(&! I-5&&8
;-(&(,)!(WW%I%(,)2</!X+)!$-(!+,$X2(!)5!)-$,&W(-!(:5N(,5+&!;-5)(%,&!%,)5!)>(%-!I<)5&52S!d,>%X%)%5,!5W!
I<&)(%,(! ;-5)($&(&/! X+)! ,5)! 5W! ;-5)($&5L(/! $X52%&>(&! I-5&&8;-(&(,)$)%5,! X<! L58J4S! n(!
I5,I2+'(! )>$)! >+L$,! L5,5I<)(8'(-%*('! I(22&! I-5&&8;-(&(,)! (:I2+&%*(2<! +&%,N! $! *$I+52$-!
;$)>a$<S! #%,$22</! a(! '(L5,&)-$)(! )>$)! 5,2<! $&I%)(&! L58J4/! X+)! ,5)! L$I-5;>$N(&/! (WW%I%(,)2<!
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%,'+I(! (WW(I)5-! I<)5)5:%I! 4Jhk! e! I(22&S! e>(&(! -(&+2)&! a%22! >$*(! %L;5-)$,)! %L;2%I$)%5,&! W5-!
>$-,(&&%,N!I-5&&8;-(&(,)$)%5,!W5-!)>(-$;(+)%I!;+-;5&(&S!!
! !
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<),*1('%,+1)!
4-5&&8;-(&(,)$)%5,!%&!(&&(,)%$2!W5-!)>(!%,'+I)%5,!5W!I<)5)5:%I!4Jhk!e!I(22&!$,'!(WW%I%(,)!%LL+,(!
-(&;5,&(&! $N$%,&)! %,W(I)%5,&! 5-! I$,I(-! @S! Z+L(-5+&! &)+'%(&! %,! L%I(! >$*(! &>5a,! )>$)! I-5&&8
;-(&(,)$)%5,!%&!;(-W5-L('!X<!'(,'-%)%I!I(22&!?J4DS!J4!I$,!X(!I2$&&%W%('!%,)5!C!&+X&()&!X$&('!5,!
5,)5N(,<!c. “Classical” Ba)Wb8dependent DC1 (cDC1), “classical” Batf38%,'(;(,'(,)!J4c!?IJ4cD!
$,'! ;2$&L$I<)5%'! J4! ?;J4D! '(-%*(! W-5L! ;-(8I5LL%))('! X5,(!L$--5a! ;-(I+-&5-&S!H5,5I<)(8
'(-%*('! J4! ?L58J4D! $-%&(! W-5L! L5,5I<)(&! -(I-+%)('! %,)5! )%&&+(&/! $,'! X(I5L(! )>(! L5&)!
$X+,'$,)!J4!;5;+2$)%5,!'+-%,N!%,W2$LL$)%5,S!d,!L%I(/!I-5&&8;-(&(,)$)%5,!%&!L$%,2<!;(-W5-L('!
X<!IJ4@!%,!2<L;>5%'!5-N$,&!@/b/!X+)!L58J4!>$*(!)>(!+,%Q+(!$X%2%)<!)5!I-5&&8;-(&(,)!$,)%N(,&!)5!
4Jhk!e!I(22&!'%-(I)2<! %,!;(-%;>(-$2! )%&&+(&! C8oS!4-5&&8;-(&(,)$)%5,!X<!L58J4!>$&!$!I-+I%$2!-52(! %,!
)>(!-$;%'!$I)%*$)%5,!5W!)%&&+(8-(&%'(,)!L(L5-<!4Jhk!e!I(22&!+;5,!%,W(I)%5,!C!$,'!%,!)>(!(WW%I$I<!
5W! $,)%8)+L5-$2! )-($)L(,)&! X$&('! 5,! %LL+,5&)%L+2$)5-<! $N(,)&! 5-! I>(L5)>(-$;<! m/rS!
K$-,(&&%,N! )>(!I-5&&8;-(&(,)$)%5,!I$;$I%)<!5W!L58J4! W5-! )>(-$;(+)%I! %,)(-*(,)%5,! %&! )>(-(W5-(!
$,!$))-$I)%*(!;-5&;(I)S!K5a(*(-/!'()(-L%,%,N!a>()>(-!>+L$,!L58J4!)>$)!$-%&(! %,! )%&&+(&!I$,!
I-5&&8;-(&(,)/!$,'!)>(!L52(I+2$-!L(I>$,%&L&!%,*52*('/!a%22!X(!$!;-(-(Q+%&%)(S!!
n(! $,'! 5)>(-&! >$*(! &>5a,! )>$)! )>(! W+,I)%5,$2! &;(I%$2%]$)%5,! W5-! I-5&&8;-(&(,)$)%5,! %&! ,5)!
I5,&(-*('!X()a((,!L5+&(!$,'!>+L$,!J4!&+X&()&S!d,!I5,)-$&)!)5!L5+&(!J4/!>+L$,!IJ4@/!IJ4c!
$,'!;J4!$22!>$*(!$!&%L%2$-!$X%2%)<!)5!I-5&&8;-(&(,)!$,)%N(,&!h8@@S!K+L$,!L58J4!N(,(-$)('!,$*B,("'!
W-5L!L5,5I<)(&!I+2)+-('!a%)>!iH847#!$,'!d_8C!I$,!I-5&&8;-(&(,)/!$,'!>$*(!25,N!X((,!+&('!$&!$!
L5'(2!)5!+,'(-&)$,'!)>(!X%525N<!5W!I-5&&8;-(&(,)$)%5,/!>5a(*(-!)>%&!I+2)+-(!&<&)(L!N%*(&!-%&(!
)5! J4! )>$)! '5! ,5)! I25&(2<! -(&(LX2(! ,$)+-$22<85II+-%,N! L58J4! W5+,'! ,$* B,B'! %,! %,W2$LL$)5-<!
W2+%'&! @cS! e>(-(W5-(/! )>(! I-5&&8;-(&(,)$)%5,!$X%2%)<!5W!>+L$,!L58J4! -(L$%,&!+,I2($-S!K(-(!a(!
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$''-(&&('!)>%&!Q+(&)%5,!+&%,N!>+L$,!,$*B,B'8N(,(-$)('!L58J4/!'%-(I)2<!%&52$)('!W-5L!;(-%)5,($2!
$&I%)(&!W-5L!I$,I(-!;$)%(,)&!@c/@bS!!
!
8#$'&,$!
>'01*!/$%+,#$!B;!/*#!01)1%5,#4(#*+3#(!%#&&$!
O$&('!5,!;>(,5)<;(!$,'!N(,(!(:;-(&&%5,!$,$2<&%&/!a(!>$*(!%'(,)%W%('!)>(!J4!;5;+2$)%5,!W5+,'!
%,! )+L5-!$&I%)(&! $&!,$)+-$22<85II+-%,N!L58J4! @c/@bS! O(I$+&(!5W! )>(! &(,&%)%*%)<!5W! )>(! W+,I)%5,$2!
$&&$<!W5-!I-5&&8;-(&(,)$)%5,/!$!L%,5-!;5;+2$)%5,!5W!IJ4!a%)>%,!$&I%)(&!J4!I5+2'!X%$%&!)>(!-(&+2)&S!
e>(-(W5-(/!a(!W%-&)!&5+N>)!)5!$''-(&&!)>(!>()(-5N(,(%)<!5W!$&I%)(&!J4!+&%,N!&%,N2(8I(22!MZ68&(Q!
$,$2<&%&S! P+-%W%('! $&I%)(&! J4! ?K_68JMk4J@@Ik4J@Ik4J@o8D! $,'! $&I%)(&! L$I-5;>$N(&! ?K_68
JMk4J@@Ik4J@I84J@okD! a(-(! $,$2<&('! +&%,N! $! '-5;2()8based method enabling 3’ mRNA 
I5+,)%,N!@CS!e5!%,I-($&(!)>(!;5a(-!5W!)>(!$,$2<&%&/!a(!I5LX%,('!&%,N2(8I(22!)-$,&I-%;)5L(!'$)$!
W-5L! $&I%)(&! J4! $,'! $&I%)(&! L$I-5;>$N(&! a%)>! )>$)! 5W! X255'! 4J@Ck! L5,5I<)(&! )>$)! a(! >$'!
;-(*%5+&2<! N(,(-$)('! a%)>! I(22&! W-5L! )a5! '%WW(-(,)! X255'! '5,5-&! @cS! e5! (*$2+$)(! I(22+2$-!
>()(-5N(,(%)</!a(! I2+&)(-('! %,'%*%'+$2! )-$,&I-%;)5L(&!+&%,N!$! N-$;>8X$&('!$;;-5$I>!a%)>! )>(!
7(+-$)! ;$I[$N(! @mS! #5-! *%]+$2%&$)%5,! 5W! )>(! I(22! I2+&)(-&/! a(! +&('! )8J%&)-%X+)('! 7)5I>$&)%I!
Z(%N>X5-!9LX(''%,N!?(87Z9DS!Y,&+;(-*%&('!I2+&)(-%,N!5W!)>(!I5LX%,('!'$)$&()!%'(,)%W%('!A!L$%,!
I2+&)(-&! ?W%NS@6! $,'! W%NS7@D/! a%)>! b! I2+&)(-&! I5,)$%,%,N! I(22&! W-5L! )>(! L$I-5;>$N(! &$L;2(/! c!
I2+&)(-&! W-5L! L5,5I<)(&! $,'! C! I2+&)(-&! W-5L! )>(! J4! &$L;2(! ?W%NS@68ODS! H5,5I<)(! I2+&)(-&!
I5L;-%&('!L%:('!I(22&!W-5L!X5)>!L5,5I<)(!'5,5-&/!X+)!5)>(-!I2+&)(-&!I5,)$%,('!I(22&!W-5L!5,2<!
5,(!&$L;2(!5-%N%,/!(%)>(-!J4!5-!L$I-5;>$N(&S!9:;-(&&%5,!5W!&(2(I)('!N(,(&!a$&!I5,&%&)(,)!a%)>!
)>(! &$L;2(! 5-%N%,! 5W! )>(&(! I2+&)(-&! ?W%NS@4DS! e5! $''-(&&! )>(! )-$,&I-%;)%5,$2! &%L%2$-%)<! 5W! )>(&(!
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'%WW(-(,)! I2+&)(-&!a%)>!L58J4! 5-!L5,5I<)(8'(-%*('!L$I-5;>$N(&! ?L58H$ID/!a(! $,$2<&('! )>(!
(:;-(&&%5,!5W!&%N,$)+-(&!N(,(&!W5-!)>(&(!)a5!;5;+2$)%5,&!$)!)>(!&%,N2(8I(22!2(*(2!?W%NS@J89DS!i(,(!
&%N,$)+-(! W5-!L58J4!a$&! '(&%N,('! ;-(*%5+&2<! $&! N(,(&! ;-(W(-(,)%$22<! (:;-(&&('! %,! $&I%)(&! J4!
*(-&+&! L5,5I<)(&/! %,! $&I%)(&! J4! *(-&+&! $&I%)(&! L$I-5;>$N(&! $,'! %,! ,$* B,("'8'(-%*('! L58J4!
*(-&+&! ,$* B,("'8'(-%*('!L58H$I! ?$,'! *%I(8*(-&$! W5-!L58H$I!N(,(! &%N,$)+-(D! @cS! 42+&)(-&!H$I@!
$,'!H$Ic!>$'!)>(!>%N>(&)!(:;-(&&%5,!5W!L58H$I!&%N,$)+-(/!a>%2(!I2+&)(-&!J4c!$,'!J4b!>$'!)>(!
>%N>(&)!(:;-(&&%5,!5W!L58J4!&%N,$)+-(S!\*(-$22/!)>(&(!-(&+2)&!&>5a!)>$)!$&I%)(&!J4!$,'!$&I%)(&!
L$I-5;>$N(&!$-(!'%&)%,I)!;5;+2$)%5,&/!$,'!I5L;-%&(!N-5+;&!5W!I(22&!a%)>!&2%N>)2<!'%WW(-(,)!N(,(!
(:;-(&&%5,!;$))(-,&S!
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G+O'*#!NK!@$%+,#$!B;!/)(!0/%*162/O#$!/*#!(+$,+)%,!616'&/,+1)$K!P+-%W%('!J4!$,'!L$I-5;>$N(&!
W-5L! )+L5-! $&I%)(&! $,'!L5,5I<)(&! W-5L! X255'! a(-(! $,$2<]('! X<! &%,N2(8I(22! MZ68&(Q! +&%,N! $!
J-5;8&(Q! $;;-5$I>S! 45LX%,('! &%,N2(8I(22! )-$,&I-%;)5L(&! a(-(! $,$2<]('S! ?6D! ! (87Z9! $,$2<&%&S!
4525-&! -(;-(&(,)!+,X%$&('! I2+&)(-%,N! W-5L!N-$;>8X$&('! I2+&)(-%,NS!42+&)(-&! $-(!5-'(-('!X$&('!
5,!I(22!,+LX(-&S!9$I>!'5)!-(;-(&(,)&!$,!%,'%*%'+$2!I(22S!?OD!4525-&!-(;-(&(,)!&$L;2(!5-%N%,!?'5,!
! '5,5-DS! 9$I>! '5)! -(;-(&(,)&! $,! %,'%*%'+$2! I(22S! ?4D! 9:;-(&&%5,! 5W! &(2(I)('! N(,(&! $I-5&&! )>(!
'%WW(-(,)! I2+&)(-&S! ?J89D!#5-!($I>!I(22/! )>(!,+LX(-!5W!'()(I)('!N(,(&! W-5L! )>(!L58H$I! ?JD!5-!
L58J4!?9D!&%N,$)+-(!%&!'(;%I)('S!!
!
!e>%&!$,$2<&%&!5W!I(22&!'%-(I)2<!;+-%W%('!W-5L!$,!%,W2$LL$)5-<!W2+%'!-(;-(&(,)&!$!&,$;&>5)!5W!N(,(!
(:;-(&&%5,! '+-%,N! $! ;-5I(&&! )>$)! %&! >%N>2<! '<,$L%IS! d)! %&! )>(-(W5-(! ;5&&%X2(! )>$)! a(! '()(I)!
+,&<,I>-5,%]('! N(,(! (:;-(&&%5,/! $,'! )>$)! )>(! I2+&)(-&! -(;-(&(,)! %,)(-L('%$)(! &)$N(&! 5W!
'(*(25;L(,)!5,!)>(!'%WW(-(,)%$)%5,!;$)>a$<!W-5L!L5,5I<)(&!)5!L58J4!5-!L58H$IS!e5!)(&)!)>%&!
><;5)>(&%&/!a(!$,$2<&('!&%,N2(8I(22!'(*(25;L(,)$2!)-$`(I)5-%(&!%,!$,!+,&+;(-*%&('!L$,,(-!+&%,N!
H5,5I2(c!@oS!e>%&!$2N5-%)>L!5-'(-&!&%,N2(!I(22&!$25,N!$!X%525N%I$2!)-$`(I)5-</!)(-L('!;&(+'5)%L(/!
+&%,N! $'*$,I('! L$I>%,(! 2($-,%,N! )(I>,%Q+(&! ?M(*(-&('! i-$;>! 9LX(''%,NDS! e5! N(,(-$)(! )>(!
'(*(25;L(,)$2!)-$`(I)5-</!a(!+&('!$&!%,;+)!)>(!)5;!bB!(:;-(&&('!N(,(&!5W!($I>!I2+&)(-/!$,'!&()!
)>(! L5,5I<)(&! $&! )>(! -55)! W5-! )>(! )-((! &)-+I)+-(! 5W! )>(! )-$`(I)5-<S! P&(+'5)%L(8)-$`(I)5-<!
-(I5,&)-+I)%5,!%'(,)%W%('!$!&%,N2(!X-$,I>!;5%,)!-(;-(&(,)%,N!&%N,%W%I$,)!'%*(-N(,I(!%,!&%,N2(8I(22!
)-$,&I-%;)5L(&/! I5--(&;5,'%,N! )5! )a5! ;5&&%X2(! 5+)I5L(&! ?W%NSc6/! X-$,I>(&! 6! $,'! ODS!
H$I-5;>$N(&!$2%N,('!%,!)>(%-!L$`5-%)<!$25,N!X-$,I>!6!a>%2(!J4!$2%N,('!L5&)2<!$25,N!X-$,I>!O!
?W%NSc6D/! I5,&%&)(,)! a%)>! )>(! %'($! )>$)! %,'%*%'+$2! L5,5I<)(&! %L;2(L(,)! )a5! $2)(-,$)%*(! N(,(!
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(:;-(&&%5,! ;-5N-$L&! ?J4! *(-&+&!L$I-5;>$N(DS! 75L(! I(22&! W-5L! I2+&)(-&!H$Ib/! J4@! $,'! J4C!
were scattered on the “pre8branch” or the alternative branch, suggesting asynchronous gene 
(:;-(&&%5,!a%)>%,!)>(!&$L(!I2+&)(-S!e5!W+-)>(-!I>$-$I)(-%](!)>(!)a5!X-$,I>(&/!a(!$,$2<]('!N(,(!
(:;-(&&%5,!W5-!)>(!L58J4!$,'!L58H$I!&%N,$)+-(&!W5-!($I>!X-$,I>/!+&%,N!X-$,I>('!(:;-(&&%5,!
$,$2<&%&! L5'(2%,N! ?O96HD! W-5L! H5,5I2(c! @oS! H58H$I! 5-! L58J4! N(,(&! a(-(! (:;-(&&('!
;-('5L%,$,)2<!$25,N!X-$,I>!6!5-!O/!-(&;(I)%*(2<!?W%NScODS!O96H!$2&5!%'(,)%W%('!L5'+2(&!5W!N(,(&!
that were expressed at different positions in pseudotime, including in the “pre8branch” mixed 
(:;-(&&%5,!5W!L58J4!$,'!L58H$I!N(,(&S!e>(&(!-(&+2)&!&+;;5-)!)>(!><;5)>(&%&!)>$)!)>(!I2+&)(-&!
%'(,)%W%('! a%)>%,! $&I%)(&! J4! $,'! $&I%)(&! L$I-5;>$N(&! -(;-(&(,)! I(22&! $)! '%WW(-(,)! &)$N(&! 5W!
'(*(25;L(,)S!!
4522(I)%*(2</!)>(&(!-(&+2)&!&>5a!)>$)!$&I%)(&!J4!I5,)$%,!&(*(-$2!;5;+2$)%5,&!5W!L5,5I<)(8'(-%*('!
I(22&/! &5L(! 5W!a>%I>! $-(! I25&(-! )5!L5,5I<)(&! )>$,! )5! J4S! e>(&(! I(22&! )>(-(W5-(! -(;-(&(,)! $,!
$;;-5;-%$)(!)552!)5!$,$2<&(!)>(!W+,I)%5,$2!W($)+-(&!5W!,$)+-$22<85II+-%,N!>+L$,!L58J4S!
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G+O'*#!PK!@$%+,#$!B;!/*#!01)1%5,#4(#*+3#(!%#&&$K!P+-%W%('!J4!$,'!L$I-5;>$N(&!W-5L!)+L5-!$&I%)(&!
$,'! L5,5I<)(&! W-5L! X255'! a(-(! $,$2<]('! X<! &%,N2(8I(22! MZ68&(Q! +&%,N! $! J-5;8&(Q! $;;-5$I>S! ?6D!
Résultats 
 82 
45LX%,('! '$)$&()! a$&! $,$2<]('! W5-! &%,N2(8I(22! )-$`(I)5-%(&! $,'! X-$,I>! ;5%,)&! X<! -(*(-&('! N-$;>!
(LX(''%,N! +&%,N!H5,5I2(! cS! 4(22&!a(-(! ;-5`(I)('! %,)5! $! )a58'%L(,)%5,$2! &;$I(S! 62%N,L(,)! $25,N! )>(!
X-$,I>(&!%&!&>5a,!W5-!%,'%*%'+$2&!I(22&!W-5L!($I>!I2+&)(-S!?OD!K($)L$;!5W!X-$,I>8'(;(,'(,)!(:;-(&&%5,!
W5-! N(,(&! W-5L! )>(! L58J4! $,'! L58H$I! N(,(! &%N,$)+-(&S! 452+L,&! -(;-(&(,)&! ;5%,)&! %,! ;&(+'5)%L(S!
i(,(&!a(-(!I2+&)(-('!>%(-$-I>%I$22<!$II5-'%,N!)5!)>(!;($[!-(I5-'('!)%L(!W5-!(:;-(&&%5,S!!
!
L'0/)!014B;!/)(!014:/%!%/)!V1,2!#..+%+#),&5!%*1$$46*#$#),!/),+O#)$!
e5! $''-(&&! a>()>(-! $&I%)(&! L58J4! I$,! I-5&&8;-(&(,)/! a(! $,$2<]('! I-5&&8;-(&(,)$)%5,! 5W! $!
&52+X2(! $,)%N(,! +&%,N! $! H(2$,68&;(I%W%I! 4Jhk! e! I(22! I25,(S! 6&I%)(&! L58J4/! $,'! L58H$I! W5-!
I5L;$-%&5,/! a(-(! %,I+X$)('! a%)>! $! bC8$$! 25,N! ;(;)%'(! ?-(Q+%-%,N! ;-5I(&&%,N! W5-! I-5&&8
;-(&(,)$)%5,D! 5-! $! ;-(8;-5I(&&('! &>5-)! ;(;)%'(! I5--(&;5,'%,N! )5! )>(! L%,%L$2! (;%)5;(/! $&!
I5,)-52!W5-!e!I(22!$I)%*$)%5,!$X%2%)<!?W%NSb6DS!6&I%)(&!L58J4!$,'!L58H$I!I5+2'!X5)>!I-5&&8;-(&(,)!
)>(!H(2$,6!$,)%N(,/!a%)>!$&I%)(&!L58H$I!X(%,N!L5-(!(WW%I%(,)!)>$,!L58J4S!H58H$I!a(-(!$2&5!
L5-(! (WW%I%(,)! W5-! ;-(&(,)$)%5,! 5W! )>(! &>5-)! ;(;)%'(/! &+NN(&)%,N! $! X())(-! $X%2%)<! W5-! e! I(22!
$I)%*$)%5,/!!;5&&%X2<!'+(!)5!N-($)(-!HK4!I2$&&!d!L52(I+2(&!(:;-(&&%5,S!e>%&!W%,'%,N!a$&!&+-;-%&%,N!
X(I$+&(!a(!>$*(!;-(*%5+&2<!&>5a,!)>$)!)5,&%2!L$I-5;>$N(&!$-(!;55-!I-5&&8;-(&(,)%,N!I(22&!AS!e5!
$&&(&&! a>()>(-! )>(! $X%2%)<! )5! I-5&&8;-(&(,)! a$&! %,'+I('! %,! L$I-5;>$N(&! X<! )>(! $&I%)(&!
(,*%-5,L(,)/! a(! ;(-W5-L('! )>(! &$L(! (:;(-%L(,)! +&%,N! ,$* B,("'! (Q+%*$2(,)&! 5W! )>(&(! I(22&/!
5X)$%,('!X<!I+2)+-%,N!L5,5I<)(&!a%)>!H847#/!d_8C!$,'!eZ#α!@cS!J$*B,("'8'(-%*('!L58J4!$,'!L58
H$I!I5+2'!X5)>!I-5&&8;-(&(,)!H(2$,6!$,)%N(,!?W%NSbODS!6&!$,!%,)(-,$2!I5,)-52!W5-!)>%&!$&&$</!a(!
+&('!J4!5X)$%,('!X<!I+2)+-%,N!X255'!4JbCk!;-(I+-&5-&!a%)>!iH847#/!#2)b8_!$,'!eZ#αS!4J@$k!J4!
I5+2'!I-5&&8;-(&(,)!(WW%I%(,)2</!%,!I5,)-$&)!)5!4J@Ck!J4/!$&!;-(*%5+&2<!-(;5-)('!A/@rS!n(!I5,I2+'(!
)>$)!L58J4!$,'!L58H$I!I$,!X5)>!I-5&&8;-(&(,)!$,)%N(,&S!!
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G+O'*#! QK! L'0/)! 014B;! /)(! 014:/%! V1,2! %*1$$46*#$#),! #..+%+#),&5K! P+-%W%('! J4! $,'!
L$I-5;>$N(&!W-5L!)+L5-!$&I%)(&!?6D/! ,$*B,("'!I+2)+-(!5W!L5,5I<)(&!?OD!5-!5W!4JbCk!;-(I+-&5-&!?4D!a(-(!
%,I+X$)('!a%)>! &(-%$2! I5,I(,)-$)%5,&! 5W!H(2$,6! 25,N! 5-! &>5-)! ;(;)%'(S! 6W)(-!a$&>%,N/! $,)%N(,8&;(I%W%I!
4Jhk! e! I(22&! a(-(! $''('S! 6W)(-! cC! >/! d#Z8g! &(I-()%5,! a$&! $&&(&&('! $&! $!L($&+-(! 5W! e! I(22! $I)%*$)%5,S!
O$I[N-5+,'!2(*(2!a$&!&+X)-$I)('S!H($,!!79H!5W!)>-((!?6!$,'!4D!5-!&%:!?OD!%,'(;(,'(,)!(:;(-%L(,)&S!!
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L'0/)!014B;!/)(!014:/%!(1!)1,!,*/)$.#*!#T1O#)1'$!6*1,#+)$!+),1!,2#+*!%5,1$1&!
ea5!L$%,!;$)>a$<&!>$*(!X((,!'(&I-%X('!W5-!I-5&&8;-(&(,)$)%5,!@/b. In the “cytosolic pathway”, 
(:5N(,5+&!$,)%N(,&!$-(!)-$,&W(--('!W-5L!(,'5I<)%I!I5L;$-)L(,)&!%,)5!)>(!I<)5&52/!a>(-(!)>(<!
$-(!'(N-$'('!X<!)>(!;-5)($&5L(S!d,!the “vacuolar pathway”, internalized antigens are degraded 
%,!(,'5I<)%I!I5L;$-)L(,)&!X<!2<&5&5L$2!;-5)($&(&S!e5!$''-(&&!)>(!%,)-$I(22+2$-!;$)>a$<!+&('!
X<! L58J4! $,'! L58H$I! W5-! I-5&&8;-(&(,)$)%5,/! a(! W%-&)! $,$2<&('! )>(%-! $X%2%)<! )5! )-$,&W(-!
(:5N(,5+& 82$I)$L$&(!%,)5!)>(%-!I<)5&52!X<!L($&+-%,N!)>(!I2($*$N(!5W!$!I<)5&52%I! 82$I)$L$&(8
&(,&%)%*(!#M9e!;-5X(!A/@hS!e-$,&W(-!5W! 82$I)$L$&(!a$&!%,(WW%I%(,)!%,!$&I%)(&!L58J4!$,'!L58H$I!
?W%NSC68ODS!!e>%&!a$&!,5)!'+(!)5!)>(!)+L5-!$&I%)(&!L%I-58(,*%-5,L(,)/!$&!)>(!&$L(!a$&!W5+,'!W5-!
,$*B,("'8'%WW(-(,)%$)('!L58J4!$,'!L58H$I!?W%NSC68OD/!,5-!)5!'(W%I%(,)!+;)$[(!5W! 82$I)$L$&(/!$&!
$22!;5;+2$)%5,&!I5+2'!(WW%I%(,)2<! %,)(-,$2%](!W2+5-(&I(,)! 82$I)$L$&(!?W%NSC4DS!O<!I5,)-$&)/!4J@$k!
J4! I5+2'! )-$,&W(-! (:5N(,5+&! 82$I)$L$&(! %,)5! )>(%-! I<)5&52/! X+)! ,5)! 4J@Ck! J4/! $&! ;-(*%5+&2<!
-(;5-)('! A! ?W%NSC68ODS! e>(&(! -(&+2)&! &+NN(&)! )>$)! >+L$,!L58J4! $,'!L58H$I! '5! ,5)! +&(! )>(!
I<)5&52%I!;$)>a$<!W5-!I-5&&8;-(&(,)$)%5,S!!
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G+O'*#!SK!L'0/)!014B;!/)(!014:/%!(1!)1,!,*/)$.#*!#T1O#)1'$!6*1,#+)$!+),1!,2#+*!%5,1$1&K!?68
OD!P+-%W%('!J4!$,'!L$I-5;>$N(&!W-5L!)+L5-!$&I%)(&/!'(-%*('! ,$*B,("'! W-5L!L5,5I<)(&!5-!J4!'(-%*('! ,$*
B,("'!W-5L!4JbCk!;-(I+-&5-&!a(-(!25$'('!a%)>!$!I(228;(-L($X2(!#M9e8&(,&%)%*(!&+X&)-$)(!5W!b82$I)$L$&(/!
$,'! %,I+X$)('! a%)>! 5-! a%)>5+)! (:5N(,5+&! b82$I)$L$&(S! 6W)(-! b>/! I2($*$N(! a$&! L($&+-('! X<! W25a!
I<)5L()-<S! ?6D! M(;-(&(,)$)%*(! -(&+2)&! 5W! &%:! ?)+L5-! $&I%)(&D! 5-! (%N>)! ?,$* B,("'! L5'(2&D! %,'(;(,'(,)!
(:;(-%L(,)&S! ?OD! ~+$,)%W%I$)%5,! 5W!b82$I)$L$&(! )-$,&W(-S! 7<LX52&! -(;-(&(,)! %,'%*%'+$2! '5,5-&S! ! ! ;!
BSBm/!n%2I5:5,!,5,8;$-$L()-%I! )(&)S! ?4D! P+-%W('!J4!5-!L$I-5;>$N(&!a(-(! %,I+X$)('!a%)>!b82$I)$L$&(!
I5+;2('! )5! 6))5! '<(! obb! $)! C4! 5-! br4! '+-%,N! b>S! M(;-(&(,)$)%*(! -(&+2)&! 5W! )>-((! %,'(;(,'(,)!
(:;(-%L(,)&S!!
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L'0/)!014B;!'$#!,2#!3/%'1&/*!6/,2c/5!.1*!%*1$$46*#$#),/,+1)!
e5! I5,W%-L! )>%&! W%,'%,N/! a(! $,$2<&('! I-5&&8;-(&(,)$)%5,! X<! L58J4! %,! )>(! ;-(&(,I(! 5W! $!
;-5)($&5L(!%,>%X%)5-/!2$I)$I<&)%,!?W%NS!m6DS!n(!>$*(!;-(*%5+&2<!&>5a,!)>$)!2$I)$I<&)%,!$X52%&>(&!
I-5&&8;-(&(,)$)%5,!X<!4J@$k!J4!AS!O<!I5,)-$&)/!I-5&&8;-(&(,)$)%5,!X<!L58J4!a$&!,5)!%L;$%-('!%,!
)>(!;-(&(,I(!5W!2$I)$I<&)%,!?W%NSm6D/!&>5a%,N!)>$)!;-5)($&5L(!$I)%*%)<!a$&!'%&;(,&$X2(!W5-!I-5&&8
;-(&(,)$)%5,S! e5! '%-(I)2<! $&&(&&! )>(! -52(! 5W! )>(! *$I+52$-! ;$)>a$</! a(! +&('! $! ;$,8I$)>(;&%,!
%,>%X%)5-! )5! X25I[! )>(! $I)%*%)<! 5W! 2<&5&5L$2! I<&)(%,! ;-5)($&(&! ?W%NSmODS! d,! )>%&! I5,'%)%5,/! I-5&&8
;-(&(,)$)%5,! X<! L58J4! a$&! &(*(-(2<! %L;$%-('/! &>5a%,N! )>$)! $,)%N(,&! $-(! '(N-$'('! X<!
2<&5&5L$2!;-5)($&(&!W5-!I-5&&8;-(&(,)$)%5,S!!
4522(I)%*(2</!)>(&(!-(&+2)&!&>5a!)>$)!>+L$,!L5,5I<)(8'(-%*('!I(22&!+&(!(:I2+&%*(2<!)>(!*$I+52$-!
;$)>a$<!W5-!I-5&&8;-(&(,)$)%5,S!
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G+O'*#!`K!L'0/)!014B;!'$#! ,2#!3/%'1&/*!6/,2c/5! .1*! %*1$$46*#$#),/,+1)K!?6D!P+-%W%('! ,$*B,("'8
N(,(-$)('!L58J4!a(-(! %,I+X$)('!a%)>! &(-%$2! I5,I(,)-$)%5,&! 5W!H(2$,6! 25,N! 5-! &>5-)! ;(;)%'(/! %,! )>(!
$X&(,I(!5-!;-(&(,I(!5W! 2$I)$I<&)%,! ?_$I)$D!5-!;$,8I$)>(;&%,! %,>%X%)5-! ?4$)! d,>DS!6W)(-!a$&>%,N/!$,)%N(,8
&;(I%W%I! 4Jhk! e! I(22&! a(-(! $''('S! 6W)(-! cC! >/! d#Z8g! &(I-()%5,! a$&! $&&(&&('! $&! $! L($&+-(! 5W! e! I(22!
$I)%*$)%5,S! O$I[N-5+,'! 2(*(2! a$&! &+X)-$I)('S! H($,! ! 79H! 5W! )>-((! ?6D! 5-! )a5! ?OD! %,'(;(,'(,)!
(:;(-%L(,)&S!
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F)&5!014B;!/*#!#..+%+#),!+)('%#*$!1.!%5,1,1T+%!;B[f!>!%#&&$!
#%,$22</!)5!$''-(&&!)>(!5+)I5L(!5W!I-5&&8;-(&(,)$)%5,/!a(!$,$2<]('!)>(!$X%2%)<!5W!$&I%)(&!L58J4!
$,'!L58H$I!)5!%,'+I(!)>(!'%WW(-(,)%$)%5,!5W!I<)5)5:%I!4Jhk!e!I(22&S!n(!I58I+2)+-('!;+-%W%('!L58
J4!5-!L58H$I!a%)>!$225N(,(%I!,$g*(!4Jhk!e!I(22&!$,'!$&&(&&('!e!I(22!;-52%W(-$)%5,!$,'!(:;-(&&%5,!
5W!(WW(I)5-!L52(I+2(&!?i-$,]<L(!6/!P(-W5-%,!$,'!d#Z DS!6&!-(;5-)('!;-(*%5+&2<!@B/!a(!W5+,'!)>$)!
4JCk!e!I(22&!a(-(!%,'%&;(,&$X2(!W5-!4Jhk!e!I(22!;-52%W(-$)%5,!?W%NSo68ODS!n>(,!I+2)+-('!a%)>!X5)>!
4JCk! $,'! 4Jhk! e! I(22&/! 5,2<!L58J4! I5+2'! %,'+I(! &%N,%W%I$,)! ;-52%W(-$)%5,! 5W! 4Jhk! e! I(22&! $,'!
(:;-(&&%5,!5W!i-$,]<L(!6/! P(-W5-%,! $,'! d#Z ! ?W%NSo48JDS! e5!(*$2+$)(! )>(!(WW%I%(,I<!5W!(WW(I)5-!
'%WW(-(,)%$)%5,! %,'+I('!X<!L58J4/!a(!;(-W5-L('!)>(!&$L(!(:;(-%L(,)!a%)>!)5,&%2!J4!&+X&()&S!
n(!;+-%W%('!IJ4@/!IJ4c/!;J4!$,'!)5,&%2!L$I-5;>$N(&!AS!IJ4@!$,'!IJ4c!a(-(!)>(!L5&)!(WW%I%(,)!
%,'+I(-&!5W!4Jhk! e! I(22!;-52%W(-$)%5,!$,'!(WW(I)5-!'%WW(-(,)%$)%5,/!a>%2(!L$I-5;>$N(&! $,'!;J4!
a(-(! ;55-! $)! %)! ?W%NS7cDS! \*(-$22/! ;-52%W(-$)%5,! $,'! %,'+I)%5,! 5W! (WW(I)5-! L52(I+2(&! a(-(!
I5L;$-$X2(!X()a((,!IJ4@/!IJ4c!$,'!$&I%)(&!L58J4/!&+NN(&)%,N!)>$)!L58J4!$-(!%,'(('!(WW%I%(,)!
$I)%*$)5-&!5W!I<)5)5:%I!4Jhk!e!I(22&S!!
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G+O'*#!aK!L'0/)!014B;h!V',!)1,!014:/%h!/*#!#..+%+#),! +)('%#*$!1.!#..#%,1*!%5,1,1T+%!;B[f!>!
%#&&$K!P+-%W%('!J4!$,'!L$I-5;>$N(! W-5L! )+L5-!$&I%)(&!a(-(! I+2)+-('!a%)>!$225N(,(%I!4(22e-$I(!F%52()8
&)$%,('! ,$g*(! 4Jhk! e! I(22&! W5-! r! '$<&/! %,! )>(! $X&(,I(! ?68OD! 5-! ;-(&(,I(! ?O8JD! 5W! ,$g*(! 4JCk! e! I(22&!
$+)525N5+&!)5!4Jhk!e!I(22&S!9:;-(&&%5,!5W!i-$,]<L(!6/!P(-W5-%,!$,'! d#Z8g!a$&!$&&(&&('!X<! %,)-$I(22+2$-!
W25a!I<)5L()-<S!?6!$,'!4D!M(;-(&(,)$)%*(!-(&+2)&!5W!(%N>)!%,'(;(,'(,)!(:;(-%L(,)&S!i$)('!5,!2%*(!4Jhk!e!
I(22&S!?OD Z+LX(-!5W!;-52%W(-$)%,N!4Jhk!e!I(22&!%&!&>5a,S!7<LX52&!-(;-(&(,)!%,'%*%'+$2!'5,5-&S!H('%$,!%&!
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&>5a,S!?JD!Z+LX(-!5W!4Jhk!e!I(22&!(:;-(&&%,N!(WW(I)5-!L52(I+2(&!%&!&>5a,S!7<LX52&!-(;-(&(,)!%,'%*%'+$2!
'5,5-&S!H('%$,!%&!&>5a,S!!;!BSBm/!!;!!BSB@/!n%2I5:5,!,5,8;$-$L()-%I!)(&)S!!
B+$%'$$+1)!
K(-(!a(! &>5a! )>$)! >+L$,!L58J4! $,'!L58H$I/! X5)>! ,$)+-$22<85II+-%,N! ,$* B,B'! %,! ;(-%)5,($2!
$&I%)(&!$,'!N(,(-$)('*,$*B,("'!W-5L!L5,5I<)(!I+2)+-('!a%)>!H847#/!d_8C!$,'!eZ#α/!I-5&&8;-(&(,)!
(:I2+&%*(2<! +&%,N! $! *$I+52$-! ;$)>a$<S! Z+L(-5+&! &)+'%(&! >$*(! &>5a,! )>$)! J4! $-(! )>(! L5&)!
(WW%I%(,)! I-5&&8;-(&(,)%,N! I(22&! @/bS! K5a(*(-/!L5+&(!L$I-5;>$N(&! I$,! I-5&&8;-(&(,)! ,$* B,B'! %,!
&5L(! &())%,N&! @A/cBS! K(-(!a(! W5+,'! )>$)!L$I-5;>$N(&! W-5L! )+L5-! $&I%)(&! I5+2'! I-5&&8;-(&(,)!
(WW%I%(,)2<S!K5a(*(-/!5,2<!$&I%)(&!L58J4!%,'+I('!I<)5)5:%I!4Jhk!e!I(22&S!!
45,)-$'%I)5-<!'$)$!(:%&)&!5,!)>(!;$)>a$<!+&('!W5-!I-5&&8;-(&(,)$)%5,!X<! ,$*B,("'8'%WW(-(,)%$)('!
J4!'(-%*('!W-5L!L5,5I<)(&!+&%,N!iH847#!$,'! d_8C/!a%)>!&5L(!&)+'%(&!&>5a%,N! W5-!)>(!I-5&&8
;-(&(,)$)%5,!5W!&52+X2(!$,)%N(,&!$!*$I+52$-!;$)>a$<! c@/cc!$,'!5)>(-&!$!I<)5&52%I!;$)>a$<! cb8co/!
a>%2(!I-5&&8;-(&(,)$)%5,!5W!I(228$&&5I%$)('!$,)%N(,!a$&!-(;5-)('!)5!X(!;-5)($&5L(8'(;(,'(,)!
crS!e>(!-($&5,&!W5-!)>(&(!'%&I-(;$,I%(&!$-(!,5)!I2($-S!Y&%,N!$!I+2)+-(!L5'(2!)>$)!<%(2'&!L58J4!
I25&(2<!-(&(LX2%,N!,$)+-$22<85II+-%,N!L58J4!@c/!a(!W5+,'!)>$)!L58J4!a(-(!+,$X2(!)5!)-$,&W(-!
(:5N(,5+&! ;-5)(%,&! %,)5! )>(%-! I<)5&52/! $,'! +&(! (:I2+&%*(2<! $! *$I+52$-! ;$)>a$<! W5-! I-5&&8
;-(&(,)$)%5,S!!
d)! >$&! X((,! ;-5;5&('! )>$)! )>(! I>5%I(! 5W! I<)5&52%I! *(-&+&! *$I+52$-! ;$)>a$<! W5-! I-5&&8
;-(&(,)$)%5,!%&!'%I)$)('!X<!)>(!W5-L!5W!$,)%N(,S!45,&%&)(,)!a%)>!)>%&/!>+L$,!;J4!I-5&&8;-(&(,)!
&52+X2(! $,'! I(228$&&5I%$)('! $,)%N(,&! +&%,N! $! I<)5&52%I! ;$)>a$<! A/ch/! X+)! I-5&&8;-(&(,)$)%5,! 5W!
*%-$2!$,)%N(,&!>$&!X((,!&>5a,!)5!X(!;-5)($&5L(8%,'(;(,'(,)!$,'!)5!+&(!$!*$I+52$-!;$)>a$<!cAS!
#+-)>(-L5-(/!>+L$,!IJ4@!I-5&&8;-(&(,)!&52+X2(!$,)%N(,&!+&%,N!$!I<)5&52%I!;$)>a$<! A/cc/bB/!X+)!
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I-5&&8;-(&(,)$)%5,! 5W! %LL+,(! I5L;2(:(&! %&! %,>%X%)('! X<! X5)>! ;-5)($&5L(! $,'! 2<&5&5L$2!
;-5)($&(&!%,>%X%)5-&!b@S!e>(!;5&&%X%2%)<!)5!+&(!(%)>(-!;$)>a$<!W5-!I-5&&8;-(&(,)$)%5,!L$<!$2&5!X(!
&+X&()8&;(I%W%IS! d,! &+;;5-)! 5W! )>%&/! )>(! L52(I+2$-! -(Q+%-(L(,)&! W5-! I-5&&8;-(&(,)$)%5,! $-(!
'%WW(-(,)!X()a((,!L5+&(! IJ4@! $,'!L58J4/! X5)>! ,$* B,B'! $,'! ,$* B,("'! bc/bbS!\+-! -(&+2)&! (:)(,'!
)>(&(!5X&(-*$)%5,&!)5!>+L$,!J4!&+X&()&S!
H5+&(!IJ4@!$-(!-(I5N,%]('!$&!)>(!L$%,!I-5&&8;-(&(,)%,N!I(22&!@/bS!H58J4!I$,!$2&5!I-5&&8;-(&(,)!
(WW%I%(,)2<!%,!*$-%5+&!%,W2$LL$)5-<!&())%,N&!C8r/bc/bC/bmS!6II+L+2$)%,N!(*%'(,I(!%,'%I$)(&!)>$)!L58
J4!;2$<!$![(<!-52(!%,!)>(!%,'+I)%5,!$,'!-(N+2$)%5,!5W!I<)5)5:%I!e!I(22!-(&;5,&(&/!I5L;2(L(,)$-<!
)5!)>$)!5W!IJ4@S!d,!I5,)-$&)!)5!IJ4@!a>%I>!%,)(-$I)!a%)>!4Jhk!e!I(22&!%,!2<L;>5%'!5-N$,&/!L58J4!
$-(! $X2(! )5! I-5&&8;-(&(,)! $,)%N(,&! $,'! )5! &)%L+2$)(! (WW(I)5-! 4Jhk! e! I(22&! '%-(I)2<! ,$* %,(3/! %,!
%,W2$LL('!)%&&+(&!C8oS!d,!$''%)%5,/!L58J4!(:;-(&&!>%N>!2(*(2&!5W!I58&)%L+2$)5-<!&%N,$2&!%,*52*('!%,!
)>(!'%WW(-(,)%$)%5,!5W!I<)5)5:%I!4Jhk!e!I(22&/!%,I2+'%,N!4JrB!bm/boS!\+-!-(&+2)&!&+NN(&)!)>$)!>+L$,!
,$)+-$22<85II+-%,N!L58J4!$-(!(Q+%;;('!W5-!;2$<%,N!$!&%L%2$-!-52(S!!!!
9,>$,I%,N! I-5&&8;-(&(,)$)%5,! -(;-(&(,)&! $! a$<! 5W! %L;-5*%,N! *$II%,$)%5,! (WW%I%(,I<! 5-! $,)%8
)+L5-!%LL+,(!-(&;5,&(&S!J(I%;>(-%,N!I-5&&8;-(&(,)$)%5,!%,!)>(!>+L$,!J4!)>$)!$-(!;-(&(,)! ,$*
B,B'! %&! $! ;-(8-(Q+%&%)(! W5-! %)&! L$,%;+2$)%,N! W5-! )>(-$;(+)%I! ;+-;5&(&S! O<! ;-5*%'%,N! $! X())(-!
+,'(-&)$,'%,N!5W!I-5&&8;-(&(,)$)%5,!L(I>$,%&L&!%,!>+L$,!J4!&+X&()&/!5+-!-(&+2)&!&>5+2'!>$*(!
%L;5-)$,)!%L;2%I$)%5,&!W5-!)>(!'(&%N,!5W!J48)$-N()('!)>(-$;%(&S!!
!
:/,#*+/&!/)(!:#,21($!
L'0/)! ?/06&#$K! O+WW<! I5$)&! W-5L! >($2)><! '5,5-&! ?X5)>! L$2(! $,'! W(L$2(! '5,5-&D! a(-(!
5X)$%,('!W-5L!9)$X2%&&(L(,)!#-$,G$%&!'+!7$,N!?P$-%&/!#-$,I(D!%,!$II5-'$,I(!a%)>!dZ79MH!()>%I$2!
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guidelines. Tumor ascites from ovarian cancer patients were obtained from Hôpital de l’Institut 
4+-%(! %,! $II5-'$,I(! a%)>! >5&;%)$2! N+%'(2%,(&S! e5,&%2&! W-5L! >($2)><! ;$)%(,)&! +,'(-N5%,N!
)5,&%22(I)5L<!a(-(! 5X)$%,('! W-5L! Kt;%)$2! Z(I[(-! ?P$-%&/! #-$,I(DS! 6II5-'%,N! )5! #-(,I>! P+X2%I!
K($2)>!_$a!?$-)!_!@@c@8@8@/!$-)!_!@@c@8@8cD/!a-%))(,!I5,&(,)!$,'!dMO!$;;-5*$2!$-(!,5)!-(Q+%-('!
W5-!>+L$,!,5,8%,)(-*(,)%5,$2!&)+'%(&S!
;#&&! +$1&/,+1)K!e5,&%2! &$L;2(&!a(-(!'%N(&)('!$&!'(&I-%X('!;-(*%5+&2<! brS! d,!X-%(W/! &$L;2(&!a(-(!
I+)! %,)5! &L$22! W-$NL(,)&/!'%N(&)('!a%)>!BS@!LNlL_!_%X(-$&(!e_! ?M5I>(D! %,! )>(!;-(&(,I(!5W!BS@!
LNlL_!JZ6&(! ?M5I>(D! W5-!CB!L%,+)(&!$)! -55L!)(L;(-$)+-(!X(W5-(!$''%)%5,!5W!@B!LH!9Je6S!
4(22&!a(-(! W%2)(-('! 5,! $! CB! L! I(22! &)-$%,(-! ?OJ! #$2I5,D! $,'!a$&>('S! _%N>)! '(,&%)<! I(22&!a(-(!
%&52$)('! X<! I(,)-%W+N$)%5,! 5,! $! #%I522! N-$'%(,)! ?_<L;>5;-(;/! i-(%,(-! O%58\,(DS! J4&! a(-(!
(,-%I>('!X<!'(;2()%5,!5W!I(22&!(:;-(&&%,N!4Jb/!4J@m/!4J@A/!4Jmo!$,'!4Jcbm$!+&%,N!$,)%X5'<8
I5$)('! L$N,()%I! X($'&! ?H%2)(,<%DS! 4(22! &+X&()&! a(-(! W+-)>(-! %&52$)('! X<! I(22! &5-)%,N! 5,! $!
#6476-%$! %,&)-+L(,)! ?OJ! O%5&I%(,I(&DS! P(-%;>(-$2! O255'! H5,5,+I2($-! 4(22&! ?POH4D! a(-(!
;-(;$-('! X<! I(,)-%W+N$)%5,! 5,! $! #%I522! N-$'%(,)S! O255'! 4J@Ck! L5,5I<)(&! a(-(! %&52$)('! W-5L!
healthy donors’ PBMC by positive selection +&%,N!$,)%84J@C8I5$)('!L$N,()%I!X($'&!$II5-'%,N!)5!
L$,+facturer’s instructions! ?H%2)(,<%DS! 4(22! ;5;+2$)%5,&! W-5L! $&I%)(&! a(-(! %&52$)('! $W)(-!
I(,)-%W+N$)%5,! 5,! $! #%I522! N-$'%(,)/! (,-%I>L(,)! X<! '(;2()%5,! 5W! I(22&! (:;-(&&%,N! 4Jb/! 4J@m/!
4J@A/!4Jmo!$,'!4Jcbm$!+&%,N!$,)%X5'<8I5$)('!L$N,()%I!X($'&!$,'!I(22!&5-)%,N!5,!$!#6476-%$!
%,&)-+L(,)S!
;#&&!%'&,'*#K!O255'!4JbCk!I(22&!a(-(!%&52$)('!W-5L!POH4!X<!;5&%)%*(!&(2(I)%5,!+&%,N!$,)%84JbC8
coated magnetic beads and magnetic columns according to manufacturer’s instructions 
?H%2)(,<%DS! 4JbCk! I(22&!a(-(! I+2)+-('! W5-! A8@B! '$<&! %,! q&&(2!L('%+L! &+;;2(L(,)('!a%)>! @By!
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W5()$2! I$2W! &(-+L! ?#47D/! ;(,%I%22%,l&)-(;)5L<I%,! $,'! mB! ,NlL_! iH847#! ?H%2)(,<%D/! @BB! ,NlL_!
#2)b8_! ?H%2)(,<%D!$,'!@B!,NlL_!eZ#α! ?H%2)(,<%DS!J4!&+X&()&!a(-(! %&52$)('!X<!I(22!&5-)%,N!5,!$!
#6476-%$! %,&)-+L(,)! ?OJ! O%5&I%(,I(&D! $W)(-! &)$%,%,N! W5-! 4J@$! $,'! 4J@CS! H5,5I<)(&! ?@´@Bo!
I(22&lL_D! a(-(! I+2)+-('! W5-! m! '$<&! %,! MPHd8i2+)$L$:! L('%+L! ?i%XI5D! &+;;2(L(,)('! a%)>!
$,)%X%5)%I&! ?;(,%I%22%,!$,'! &)-(;)5L%I%,D!$,'!@By!#47%,! )>(!;-(&(,I(!5-!$X&(,I(! 5W!@BB!,NlL_!
H847#!?H%2)(,<%D/!CB!,NlL_!d_8C!?H%2)(,<%D!$,'!m!,NlL_!eZ#α! ?H%2)(,<%DS!4(22!;5;+2$)%5,&!a(-(!
%&52$)('!X<!I(22!&5-)%,N!5,!$!#6476-%$!%,&)-+L(,)!$W)(-!&)$%,%,N!W5-!4J@$!$,'!4J@oS!
G&1c!%5,10#,*5K!Z5,8&;(I%W%I!X%,'%,N!a$&!X25I[('!+&%,N!e-+7)$%,!?O%52(N(,'DS!Y,2(&&!5)>(-a%&(!
&)$)('/!I(22!*%$X%2%)<!a$&!$&&(&&('!+&%,N!J6Pd!?7%NL$DS!4(22&!a(-(!&)$%,('!a%)>!#de4!$,)%84J@o!?OJ!
O%5&I%(,I(D/! 6P4! $,)%84J@$! ?O%5_(N(,'D/! #de4! $,)%84J@C! ?(O%5&I%(,I(D/! P(-4Pl4<mSm! $,)%84J@I!
?O%5_(N(,'D/! 6P48(#2+5-rhB! $,)%8K_68JM! ?(O%5&I%(,I(D/! P(l4<r! $,)%84J@@I! ?O%5_(N(,'D/! 6P4!
$,)%84J@cb!?H%2)(,<%!O%5)(ID/!P9!$,)%8OJ46b!?H%2)(,<%!O%5)(ID/!P9!$,)%8K_66c!?OJD/!#de4!$,)%8e4M!
FX()$c! ?O(I[L$,! I5+2)(-D/! 62(:$! #2+5-! Chh! $,)%8i-$,]<L(! 6! ?O%5_(N(,'D/! P9l4<r! $,)%8d#Z !
?(O%5&I%(,I(D/! P(-4Pl4<mSm! $,)%84Jh! ?O%5_(N(,'D/! 6P4! $,)%84JC! ?O%5_(N(,'D/! P9! $,)%8P(-W5-%,!
?O%5_(N(,'DS!4(22&!a(-(!$,$2<]('!5,!$!#647F(-&(!%,&)-+L(,)!?OJ!O%5&I%(,I(&DS!
;5,1$1&+%!,*/)$&1%/,+1)!/$$/5K!4(22&!a(-(!%,I+X$)('!a%)>!BSm! NlL_!44#C86H!?d,*%)-5N(,D!W5-!bB!
L%,! $)! -55L! )(L;(-$)+-(! %,! 25$'%,N! X+WW(-! ?@cBLH! Z$42/! rLH! s42/! @/hLH! 4$42c/! B/hLH!
HN42c/! mLH! N2+I5&(/! cmLH! K(;(&! ;K! rSbD! I5,)$%,%,N! &52+)%5,! O! ?'%2+)%5,! @lcB/! _%*(O_6](-!
#M9e8Oli! 25$'%,N! [%)/! d,*%)-5N(,D! $,'! @LH!;-5X(,%I%'! ?d,*%)-5N(,DS! 6W)(-!a$&>%,N/! I(22&!a(-(!
%,I+X$)('! %,! 25$'%,N! X+WW(-! I5,)$%,%,N! @LH! ;-5X(,%I%'! %,! )>(! ;-(&(,I(! 5-! $X&(,I(! 5W! 8
2$I)$L$&(!?P(,%I%22%,$&(!W-5L!H#+,113%*+)")3%/!7%NL$D!W5-!b!>5+-&!$)!C4!5-!br4S!4(22!*%$X%2%)<!a$&!
$&&(&&('!+&%,N!#%:$X2(!F%$X%2%)<!J<(!(#2+5-rhB!?(O%5&I%(,I(DS!6W)(-!a$&>%,N/!I(22&!a(-(!$,$2<]('!
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5,! $! #647! F(-&(! d,&)-+L(,)! ?OJ! O%5&I%(,I(&D! X<! L($&+-%,N! )>(! CmB! ,L! $,'! mcB! ,L!
W2+5-(&I(,I(!I>$,,(2&S!!
<),#*)/&+$/,+1)!/$$/5K! 8lactamase was conjugated to Atto dye 633 according to manufacturer’s 
%,&)-+I)%5,&!?7%NL$DS!4(22&!a(-(!%,I+X$)('!a%)>!W2+5-(&I(,)!b82$I)$L$&(!%,!q&&(2!L('%+L!$)!C4!
5-!br4!W5-!b>S!6W)(-!(:)(,&%*(!a$&>%,N/!I(22&!a(-(!$,$2<]('!$!#647!F(-&(!d,&)-+L(,)S!!
;*1$$46*#$#),/,+1)!/$$/5K!P+-%W%('!K_686ck!$,)%N(,8;-(&(,)%,N!I(22&!?6P4D!a(-(!%,I+X$)('!?@BC!
I(22&la(22D! %,!F8X5))5L!Ao!a(22&!;2$)(&! ?45-,%,ND!a%)>!'%WW(-(,)!I5,I(,)-$)%5,&!5W!H(2$,6! 25,N!
;(;)%'(! ?siKiK7qee69966idid_eFd_iF_D/! H(2$,6! &>5-)! ;(;)%'(! ?966idid_eFD! 5-! '%WW(-(,)!
,+LX(-&!5W!,(I-5)%I!H(2hhh!I(22&!W5-!b8C!>5+-&!%,!q&&(2!L('%+L/!%,!)>(!;-(&(,I(!5-!$X&(,I(!5W!
cSm! NlL_! 2$I)$I<&)%,! ?I2$&)58Lactacystin β8_$I)5,(!=! H(-I[lH%22%;5-(D! 5-! @B! H! 4$)>(;&%,!
d,>%X%)5-! d! ?%,>%X%)%,N! I$)>(;&%,! O/! I$)>(;&%,! _/! I$)>(;&%,! 7! $,'! ;$;$%,=! 4$2X%5I>(LDS! 6W)(-!
(:)(,&%*(! a$&>%,N/! 6P4! a(-(! I+2)+-('! W5-! cC! >5+-&! a%)>! 4Jh! e! I(22! _e@c! I25,(&! bh! ?c´@BC!
I(22&la(22D!%,!q&&(2!L('%+L!&+;;2(L(,)('!a%)>!@By!#47S!7+;(-,$)$,)&!a(-(!I522(I)('!$,'![(;)!
$)!8cB4!+,)%2!L($&+-(L(,)!5W!d#Z8 !I5,I(,)-$)%5,!X<!9_d76!?OJ!O%5&I%(,I(&DS!O$I[N-5+,'!2(*(2&!
?6P4!I+2)+-('!a%)>!_e@c!I(22&!a%)>5+)!;(;)%'(D!a$&!&+X&)-$I)('!W5-!($I>!I(22!)<;(S!
;5,1,1T+%! >! &50621%5,#! 61&/*+$/,+1)! /$$/5K!Z$%*(!4Jhk! e! I(22&! $,'!4JCk! e! I(22&!a(-(! %&52$)('!
from healthy donors’ PBMC using EasySep human Naïve CD8 or CD4 isolation kit according to 
L$nufacturer’s instructions (StemCell Technologies). Antigen8;-(&(,)%,N!I(22&!?@´@BC!I(22&la(22D!
a(-(!I+2)+-('!a%)>!,$%*(!4Jhk!e!I(22&!?m´@BC!I(22&la(22D!a%)>!5-!a%)>5+)!,$%*(!4JCk!e!I(22&!W-5L!
)>(!&$L(!e!I(22!'5,5-!?m´@BC!I(22&la(22D!W5-!r!'$<&!%,!q&&(2!L('%+L!&+;;2(L(,)('!a%)>!@By!#47S!
e5! $,$2<](! e! I(22! ;-52%W(-$)%5,/! 4Jhk! e! I(22&! a(-(! &)$%,('! a%)>! 4eF! ?4(22! e-$I(! F%52()/!
e>(-L5W%&>(-D! ;-%5-! )5! I+2)+-(S! e5! $&&(&&! )>(! (:;-(&&%5,! 5W! %,)-$I(22+2$-! (WW(I)5-!L52(I+2(&/! e!
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I(22&!a(-(! &)%L+2$)('!a%)>!PH6! ?mB,NlL2D! $,'! %5,5L<I%,! ?@NlL2D! W5-!o>! %,!;-(&(,I(!5W!O#6!
?CNlL2D!W5-!o>!?$22!W-5L!7%NL$DS!6W)(-!a$&>%,N/!I(22&!a(-(!&)$%,('!W5-!&+-W$I(!4JC!W5-!bB!L%,!$)!
C4/!a$&>('!$,'!&)$%,('!a%)>!_%*(l'($'!(#2+5-rhB!?e>(-L5!#%&>(-!7I%(,)%W%ID!W5-!cB!L%,!$)!C4S!
e>(,! )>(! I(22&! a(-(! W%:('! $,'! ;(-L($X%2%]('! ?d,)-$I(22+2$-! #%:$)%5,! ! P(-L($X%2%]$)%5,! O+WW(-!
7()/!(O%5&I%(,I(D!$,'!&)$%,('!W5-!%,)-$I(22+2$-!;-5)(%,&!?i-$,]<L(!6/!P(-W5-%,!$,'!d#Z8 D!$)!-55L!
)(L;(-$)+-(! W5-!Cm!L%,! %,!$!X+WW(-!I5,)$%,%,N!cy!5W!,5-L$2!L5+&(!&(-+LS!e>(!&$L;2(&!a(-(!
$IQ+%-('!5,!$!#647!F(-&(!%,&)-+L(,)!?OJ!O%5&I%(,I(&DS!
?+)O&#!%#&&!8=@4$#-!&+V*/*5!6*#6/*/,+1)K!4(22+2$-!&+&;(,&%5,!?bmBB!I(22&D!5W!I(228&5-)('!$&I%)(&!J4!
5-!$&I%)(&!L$I-5;>$N(&!a$&! 25$'('!5,!$!@Bj!4>-5L%+L!%,&)-+L(,)!?@Bj!i(,5L%I&D!$II5-'%,N!
to manufacturer’s protocol based on the 10X GEMCode proprietary technology. Single8I(22!MZ68
7(Q! 2%X-$-%(&! a(-e prepared using Chromium Single Cell 3’ v2 Reagent Kit (10X Genomics) 
according to manufacturer’s protocol. Briefly, the initial step consisted in performing an 
(L+2&%5,!a>(-(!%,'%*%'+$2!I(22&!a(-(!%&52$)('!%,)5!'-5;2()&!)5N()>(-!a%)>!N(2!X($'&!I5$)('!a%)>!
+,%Q+(! ;-%L(-&! X($-%,N! @Bj! I(22! X$-I5'(&/! YHd! ?+,%Q+(! L52(I+2$-! %'(,)%W%(-&D! $,'! ;52<?'eD!
&(Q+(,I(&S! M(*(-&(! )-$,&I-%;)%5,! -($I)%5,&! a(-(! (,N$N('! )5! N(,(-$)(! X$-I5'('! W+2282(,N)>!
IJZ6!W5225a('!X<!)>(!'%&-+;)%5,!5W!(L+2&%5,&!+&%,N!)>(!-(I5*(-<!$N(,)!$,'!IJZ6!I2($,!+;!a%)>!
J<,$O($'&!H<\,(! 7%2$,(! O($'&! ?e>(-L5! #%&>(-! 7I%(,)%W%IDS! O+2[! IJZ6!a$&! $L;2%W%('! +&%,N! $!
i(,(6L;! P4M! 7<&)(L! ArBB! a%)>! Ao8n(22! i52'! 7$L;2(! O25I[! H5'+2(! ?6;;2%('! O%5&<&)(L&D!
(98 °C for 3 min; cycled 14 × : 98 °C for 15 s, 67 °C for 20 s, and 72 °C for 1 min; 72 °C for 1 min; 
held at 4 °C). Amplified cDNA product was cleaned up with the SPRI select Reagent Kit (Beckman 
45+2)(-DS!d,'(:('!&(Q+(,I%,N!2%X-$-%(&!a(-(!I5,&)-+I)('!+&%,N!)>(!-($N(,)&!W-5L!)>(!4>-5L%+L!
Single Cell 3’ v2 Reagent Kit, f5225a%,N!)>(&(!&)(;&f!?@D!W-$NL(,)$)%5,/!(,'!-(;$%-!$,'!68)$%2%,N=!
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?cD!&%](!&(2(I)%5,!a%)>!7PMd!&(2(I)=!?bD!$'$;)5-!2%N$)%5,=!?CD!;5&)!2%N$)%5,!I2($,+;!a%)>!7PMd!&(2(I)=!
?mD! &$L;2(! %,'(:! P4M! $,'! I2($,+;! a%)>! 7PMd! &(2(I)! X($'&S! _%X-$-<! Q+$,)%W%I$)%5,! $,'! Q+$2%)<!
$&&(&&L(,)! a$&! ;(-W5-L('! +&%,N! ~+X%)! W2+5-5L()-%I! $&&$<! ?d,*%)-5N(,D! a%)>! '&JZ6! K7! ?K%N>!
7(,&%)%*%)<D! 6&&$<! s%)! $,'! O%5$,$2<](-! 6N%2(,)! c@BB! +&%,N! $! K%N>! 7(,&%)%*%)<! JZ6! I>%;! ?6N%2(,)!
i(,5L%I&DS!d,'(:('!2%X-$-%(&!a(-(!(Q+%L52$-2<!;552('!$,'!&(Q+(,I('!5,!$,!d22+L%,$!K%7(QcmBB!
+&%,N!;$%-('8(,'!co:AhX;!$&!&(Q+(,I%,N!L5'(S!Y&%,N!$!W+22!M$;%'!W25a!I(22/!$!I5*(-$N(!$-5+,'!
@BBH!-($'&!;(-!&$L;2(!a(-(!5X)$%,('!I5--(&;5,'%,N!)5!@BB/BBB!-($'&lI(22S!!
?+)O&#4%#&&! 8=@4$#-! (/,/! /)/&5$+$S! 7%,N2(8I(22! (:;-(&&%5,! a$&! $,$2<]('! +&%,N! )>(! 4(22! M$,N(-!
7%,N2(!4(22!75W)a$-(!7+%)(! ?*cSBS@D!)5!;(-W5-L!Q+$2%)<!I5,)-52/!&$L;2(!'(8L+2)%;2(:%,N/!X$-I5'(!
;-5I(&&%,N/!$,'!&%,N2(8cell 3ʹ gene counting @CS!7(Q+(,I%,N!-($'&!a(-(!$2%N,('!)5!)>(!Y474!>Nbh!
)-$,&I-%;)5L(!+&%,N!)>(!4(22!M$,N(-!&+%)(!a%)>!'(W$+2)!;$-$L()(-&S!6!)5)$2!5W!mo@A!&%,N2(!I(22&!
a(-(!$,$2<]('S!H($,!-$a!-($'&!;(-!I(22!a(-(!mm/bCCS!#+-)>(-!$,$2<&%&!a$&!;(-W5-L('!%,!M!?*bSbD!
+&%,N! )>(! 7(+-$)! ;$I[$N(! ?*cS@SBD! @mS! e>(! N(,(8I(228X$-I5'(! L$)-%:! 5W! )>(! &$L;2(&! a$&! 25N8
)-$,&W5-L('!$,'!W%2)(-('!X$&('!5,!)>(!,+LX(-!5W!N(,(&!'()(I)('!;(-!I(22!?$,<!I(22!a%)>!2(&&!)>$,!
CBB! N(,(&!5-!L5-(! )>$,!bBBB! N(,(&!;(-! I(22!a$&! W%2)(-('!5+)DS! M(N-(&&%5,! %,! N(,(!(:;-(&&%5,!
a$&!;(-W5-L('!X$&('!5,!)>(!,+LX(-!5W!+,%Q+(!L52(I+2$-!%'(,)%W%(-&!?YHdD!$,'!)>(!;(-I(,)$N(!
5W!L%)5I>5,'-%$2!N(,(&S!\,2<!N(,(&!'()(I)('! %,!$)! 2($&)!b!I(22&!a(-(! %,I2+'('S!4(22&!a(-(!)>(,!
&I$2('!)5!$!)5)$2!5W!@(C!L52(I+2(&S!6,<!I(22!a%)>!L5-(!)>$,!@By!5W!L%)5I>5,'-%$2!YHd!I5+,)&!a$&!
W%2)(-('! 5+)S! 62)5N()>(-/! CrBr! I(22&! a(-(! [(;)! W5-! &)$)%&)%I$2! $,$2<&%&S! e5! -('+I(! '$)$!
'%L(,&%5,$2%)</! brmm! *$-%$X2(! N(,(&! a(-(! &(2(I)('! X$&('! 5,! )>(%-! (:;-(&&%5,! $,'! '%&;(-&%5,!
?(:;-(&&%5,! I+)8off = 0, and dispersion cut8off = 0.5)S! P46! a$&! -+,! 5,! )>(! ,5-L$2%]('! N(,(8
X$-I5'(! L$)-%:S! O$-,(&8>+)! $;;-5:%L$)%5,! )5! (87Z9! bA! a$&! )>(,! ;(-W5-L('! 5,! )>(! W%-&)! @m!
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;-%,I%;$2! I5L;5,(,)&! )5! *%&+$2%](! I(22&! %,! $! )a58'%L(,&%5,$2! &;$I(S! e>(! W%-&)! @m! ;-%,I%;$2!
I5L;5,(,)&!a(-(! +&('! W5-! )>(! (87Z9! ;-5`(I)%5,! $,'! I2+&)(-%,N! $,$2<&%&! +&%,N! )>(! 92X5a! P25)!
$;;-5$Ih. Clusters were identified using the “Find_Clusters” function in Seurat with a resolution 
;$-$L()(-!5W!@ScS!e>%&!N-$;>8X$&('!I2+&)(-%,N!L()>5'!-(2%(&!5,!$!I2+&)(-%,N!$2N5-%)>L!X$&('!5,!
&>$-('! ,($-(&)! ,(%N>X5-! ?7ZZD! L5'+2$-%)<! 5;)%L%]$)%5,S! Y,%Q+(! I2+&)(-8&;(I%W%I! N(,(&! a(-(!
%'(,)%W%('! X<! -+,,%,N! )>(! 7(+-$)! "! #%,'622H$-[(-&! 3! W+,I)%5,! +&%,N! '(W$+2)! ;$-$L()(-&S!
42+&)(-&!I5,)$%,%,N!2(&&!)>$,!rB!I(22&!a(-(!-(L5*('S!d,!$''%)%5,/!$!I2+&)(-!5W!@@B!I(22&!I5,)$%,%,N!
I5,)$L%,$)%,N!4J@@Ik!O!2<L;>5I<)(&!a$&!(:I2+'('!W-5L!)>(!$,$2<&%&S!K($)L$;&!$,'!*%52%,!;25)&!
a(-(!;25))('!+&%,N!7(+-$)S!H5,5I<)(/!J4!$,'!L$I-5;>$N(!I2+&)(-&!a(-(!5-'(-('!%,!;&(+'5)%L(!
+&%,N! )>(!H5,5I2(! c! ;$I[$N(! @oS! #5-! ($I>! I2+&)(-/! )>(! )5;! bB! '%WW(-(,)%$22<! (:;-(&&('! N(,(&!
?%'(,)%W%('!X<!7(+-$)D!a$&!+&('!$&!%,;+)!W5-!)(L;5-$2!5-'(-%,N!%,!H5,5I2(!cS!!
!
?1.,c/*#!/)(!?,/,+$,+%/&!/)/&5$+$!!
#25a!I<)5L()-<!'$)$!a(-(!$,$2<]('!+&%,N!#25aE5!&5W)a$-(!?e-((!7)$-DS!7)$)%&)%I$2!$,$2<&(&!a(-(!
;(-W5-L('!+&%,N!)>(!P-%&L!&5W)a$-(!*r!?i-$;>P$'DS!
!
@',21*! %1),*+V',+1)$K! e8_Se8K/! 4i/! OP/! 76! $,'! 97! '(&%N,('! (:;(-%L(,)&S! e8_Se8K! $,'! HO!
;(-W5-L('!(:;(-%L(,)&S!!e8_Se8K/!Pi!$,'!4i!$,$2<]('!)>(!'$)$S!!e8_Se8K/!Pi!$,'!97!;-(;$-('!)>(!
W%N+-(&S!7O!;-5*%'('!(:;(-)%&(!5,!&(Q+(,I%,NS!e8_Se8K!$,'!97!a-5)(!)>(!L$,+&I-%;)/!a%)>!%,;+)!
W-5L!$22!$+)>5-&S!97!&+;(-*%]('!)>(!;-5`(I)S!
e>(!$+)>5-&!'(I2$-(!,5!I5L;()%,N!W%,$,I%$2!%,)(-(&)S!
@%j)1c&#(O0#),$!!
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e>%&!a5-[!a$&! &+;;5-)('! X<! dZ79MH/!6N(,I(!Z$)%5,$2(! '(! 2$! M(I>(-I>(! ?6ZM8@B8_6Oj8BBCb/!
6ZM84KdZ8BBBc! $,'!6ZM8@B8dJ9j8BBB@8Bc! P7_D/! d,&)%)+)! 4+-%(! ?4d4! diM84+-%(! @Cch! $,'! d4i(:8
cB@rD/!)>(!9+-5;($,!M(&($-I>!45+,I%2!?cB@b86'i!Z!bCBBCo!J4Od\jD/!_$!_%N+(!Z$)%5,$2(!I5,)-(!
2(!4$,I(-!?9_cB@CS_Z44l76DS!e8_Se8K!%&!&+;;5-)('!X<!$,!%,'+&)-<8W+,'('!P>J!&I>52$-&>%;!?4d#M9D!
$)!Y,%*(-&%)1!P$-%&!J(&I$-)(&!?P$-%&!FDS!Pi!%&!&+;;5-)('!X<!$!P>J!W(225a&>%;!W-5L!_%N+(!Z$)%5,$2(!
I5,)-(!2(!4$,I(-!$)!Y,%*(-&%)1!P$-%&!J(&I$-)(&!?P$-%&!FDS!K%N>8)>-5+N>;+)!&(Q+(,I%,N!;(-W5-L('!
X<! )>(! d4i(:! Zi7! ;2$)W5-L! 5W! )>(! d,&)%)+)! 4+-%(! a$&! &+;;5-)('! X<! N-$,)&! 6ZM8@B89~Pj8Bb!
?9Q+%;(:D! $,'! 6ZM8@B8dZO78BA8Bh! ?#-$,I(! i1,5L%Q+(! 45,&5-)%+LD/! X<! 4$,I1-5;t2(! d2(8'(8
#-$,I(/!X<!7976H9!;-5N-$L!W-5L!M1N%5,!d2(8'(8#-$,I(!$,'!X<!7%Md484+-%(!;-5N-$L!?7%Md4!i-$,)!
"dZ4$8Ji\78!ComC3DS!!
e>(!$+)>5-&!a%&>!)5!)>$,[!)>(!#25a!4<)5L()-<!P2$)W5-L!5W!d,&)%)+)!4+-%(!W5-!I(22!&5-)%,NS!
!
?'66&#0#),/*5!.+O'*#!&#O#)($!
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G+O'*#!?NK!;&'$,#*+)O!1.!$+)O&#4%#&&!,*/)$%*+6,10#$K!P+-%W%('!J4!$,'!L$I-5;>$N(&!W-5L!)+L5-!$&I%)(&!
$,'!L5,5I<)(&! W-5L! X255'! a(-(! $,$2<]('! X<! &%,N2(8I(22! MZ68&(QS! K($)L$;! 5W! &I$2('! (:;-(&&%5,! ?25N!
*$2+(&!5W!YHdD!W5-!)>(!)5;!cB!(:;-(&&('!N(,(&!5W!($I>!I2+&)(-S!!
 
Résultats 
 100 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Résultats 
 101 
G+O'*#! ?PK! <)('%,+1)!1.!#..#%,1*!;B[f! >! %#&&$!V5! ,1)$+&!B;! $'V$#,$K!P+-%W%('!J4!$,'!L$I-5;>$N(!
W-5L!)5,&%2&!a(-(!I+2)+-('!a%)>!$225N(,(%I!4(22e-$I(!F%52()8&)$%,('!,$g*(!4Jhk!e!I(22&! W5-!r!'$<&/! %,!)>(!
$X&(,I(!?68OD!;-(&(,I(!?O8JD!5W!,$g*(!4JCk!e!I(22&!$+)525N5+&!)5!4Jhk!e!I(22&S!9:;-(&&%5,!5W!i-$,]<L(!6/!
P(-W5-%,!$,'!d#Z8g!a$&!$&&(&&('!X<!%,)-$I(22+2$-!W25a!I<)5L()-<S!?6!$,'!4D!M(;-(&(,)$)%*(!-(&+2)&!5W!(%N>)!
%,'(;(,'(,)!(:;(-%L(,)&S!i$)('!5,!2%*(!4Jhk!e!I(22&S!?OD!Z+LX(-!5W!;-52%W(-$)%,N!4Jhk!e!I(22&!%&!&>5a,S!
7<LX52&!-(;-(&(,)! %,'%*%'+$2!'5,5-&S!H('%$,! %&!&>5a,S! ?JD!Z+LX(-!5W!4Jhk!e!I(22&!(:;-(&&%,N!(WW(I)5-!
L52(I+2(&! %&! &>5a,S! 7<LX52&! -(;-(&(,)! %,'%*%'+$2! '5,5-&S!H('%$,! %&! &>5a,S! ! ;! BSBm/! ! ;! ! BSB@/!
n%2I5:5,!,5,8;$-$L()-%I!)(&)S!!
 
8#.#*#)%#$!
!
@! 7(N+-$/!9S!!6L%N5-(,$/!7S!4-5&&8P-(&(,)$)%5,!%,!H5+&(!$,'!K+L$,!J(,'-%)%I!4(22&S!
R-B#$+)%*,$*,223$'1'0>!NPb/!@8b@/!'5%f@BS@B@olX&S$%ScB@mSBbSBBc!?cB@mDS!
c! i+%22%$L&/!HS*)(*#19!J(,'-%)%I!I(22&/!L5,5I<)(&!$,'!L$I-5;>$N(&f!$!+,%W%('!,5L(,I2$)+-(!
X$&('!5,!5,)5N(,<S!<#(*:)B*J223$'1!NS/!mr@8mrh/!'5%f@BS@Bbhl,-%br@c!?cB@CDS!
b! 4-+]/!#S!HS/!452X(-)/!ES!JS/!H(-%,5/!9S/!s-%(N&L$,/!OS!6S!!M5I[/!sS!_S!e>(!O%525N<!$,'!
Y,'(-2<%,N!H(I>$,%&L&!5W!4-5&&8P-(&(,)$)%5,!5W!9:5N(,5+&!6,)%N(,&!5,!HK48d!H52(I+2(&S!
R$$3*:)B*J223$'1!Q`/!@CA8@ro/!'5%f@BS@@Col$,,+-(*8%LL+,528BC@B@m8BmmcmC!?cB@rDS!
C! n$[%L/!_S!HS/!n$%)>L$,/!ES/!*$,!M55%`(,/!ZS/!K($)>/!nS!MS!!4$-X5,(/!#S!MS!J(,'-%)%I!I(228
%,'+I('!L(L5-<!e!I(22!$I)%*$)%5,!%,!,5,2<L;>5%'!)%&&+(&S!P+,)$+)!QN\/!@Ah8cBc/!
'5%fb@AlmhoBl@Ah!;%%!
@BS@@col&I%(,I(S@@m@hoA!?cBBhDS!
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m! H$/!qS*)(*#19!6,)%I$,I(-!I>(L5)>(-$;<8%,'+I('!%,)-$)+L5-$2!-(I-+%)L(,)!$,'!
'%WW(-(,)%$)%5,!5W!$,)%N(,8;-(&(,)%,N!I(22&S!J223$,(>!Q[/!rcA8rC@/!
'5%f@BS@B@ol`S%LL+,%ScB@bSBbSBBb!?cB@bDS!
o! E%/!~S/!4$&)(22%/!_S!!i5*(-L$,/!ES!HS!HK4!I2$&&!d8-(&)-%I)('!L<(2%,!(;%)5;(&!$-(!I-5&&8
;-(&(,)('!X<!e%;8J4&!)>$)!;-5L5)(!'()(-L%,$,)!&;-($'%,N!)5!4Jh?kD!e!I(22&S!<#(*J223$'1!NS/!
cmC8co@/!'5%f@BS@Bbhl,%Scm@b!?cB@bDS!
r! s+>,/!7S/!q$,N/!ES!!M5,I>(&(/!#S!H5,5I<)(8J(-%*('!J(,'-%)%I!4(22&!6-(!9&&(,)%$2!W5-!
4Jh?kD!e!4(22!6I)%*$)%5,!$,'!6,)%)+L5-!M(&;5,&(&!6W)(-!_5I$2!dLL+,5)>(-$;<S!N"'$(,)"%*,$*
,223$'1'0>!a/!mhC/!'5%f@BSbbhAlW%LL+ScB@mSBBmhC!?cB@mDS!
h! H%))$N/!JS*)(*#19!K+L$,!'(,'-%)%I!I(22!&+X&()&!W-5L!&;2((,!$,'!X255'!$-(!&%L%2$-!%,!
;>(,5)<;(!$,'!W+,I)%5,!X+)!L5'%W%('!X<!'5,5-!>($2)>!&)$)+&S!U9*J223$'19!N[a/!ocBr8oc@r/!
'5%f`%LL+,52S@BBcobc!;%%!
@BSCBCAl`%LL+,52S@BBcobc!?cB@@DS!
A! 7(N+-$/!9S/!J+-$,'/!HS!!6L%N5-(,$/!7S!7%L%2$-!$,)%N(,!I-5&&8;-(&(,)$)%5,!I$;$I%)<!$,'!
;>$N5I<)%I!W+,I)%5,&!%,!$22!W-(&>2<!%&52$)('!>+L$,!2<L;>5%'!5-N$,8-(&%'(,)!'(,'-%)%I!I(22&S!U*MC&*
A)-!PN]/!@Bbm8@BCr/!'5%f@BS@BhCl`(LScB@c@@Bb!?cB@bDS!
@B! Z%]]52%/!iS*)(*#19!K+L$,!4J@Ik!'(,'-%)%I!I(22&!&(I-()(!>%N>!2(*(2&!5W!d_8@c!$,'!;5)(,)2<!
;-%L(!I<)5)5:%I!e!I(22!-(&;5,&(&S!H1''-/!'5%f@BS@@hclX255'8cB@b8BC8CAmCcC!?cB@bDS!
@@! e(2/!ES*)(*#19!K+L$,!;2$&L$I<)5%'!'(,'-%)%I!I(22&!(WW%I%(,)2<!I-5&&8;-(&(,)!(:5N(,5+&!6N&!
)5!4Jhk!e!I(22&!'(&;%)(!25a(-!6N!+;)$[(!)>$,!L<(25%'!'(,'-%)%I!I(22!&+X&()&S!H1''-!NPN/!CmA8Cor/!
'5%f@BS@@hclX255'8cB@c8Bo8CbmoCC!?cB@bDS!
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@c! i5+'5)/!4S*)(*#19!6-<2!K<'-5I$-X5,!M(I(;)5-!45,)-52&!H5,5I<)(!J%WW(-(,)%$)%5,!%,)5!
J(,'-%)%I!4(22&!*(-&+&!H$I-5;>$N(&S!J223$,(>!Sb/!mhc8mAo!(mho/!
'5%f@BS@B@ol`S%LL+,%ScB@rSBhSB@o!?cB@rDS!
@b! 7(N+-$/!9S*)(*#19!K+L$,!d,W2$LL$)5-<!J(,'-%)%I!4(22&!d,'+I(!e>@r!4(22!J%WW(-(,)%$)%5,S!
J223$,(>!Q[/!bbo8bCh/!'5%f@BS@B@ol`S%LL+,%ScB@cS@BSB@h!?cB@bDS!
@C! x>(,N/!iS!jS*)(*#19!H$&&%*(2<!;$-$22(2!'%N%)$2!)-$,&I-%;)%5,$2!;-5W%2%,N!5W!&%,N2(!I(22&S!<#(3")*
+'223$,+#(,'$%![/!@CBCA/!'5%f@BS@Bbhl,I5LL&@CBCA!?cB@rDS!
@m! 7$)%`$/!MS/!#$--(22/!ES!6S/!i(,,(-)/!JS/!7I>%(-/!6S!#S!!M(N(*/!6S!7;$)%$2!-(I5,&)-+I)%5,!5W!
&%,N2(8I(22!N(,(!(:;-(&&%5,!'$)$S!<#(*H,'()+/$'1!QQ/!CAm8mBc/!'5%f@BS@Bbhl,X)Sb@Ac!?cB@mDS!
@o! ~%+/!jS*)(*#19!M(*(-&('!N-$;>!(LX(''%,N!-(&52*(&!I5L;2(:!&%,N2(8I(22!)-$`(I)5-%(&S!<#(*
A)(/'-%!NS/!ArA8Ahc/!'5%f@BS@Bbhl,L()>SCCBc!?cB@rDS!
@r! s2(I>(*&[</!9S*)(*#19!#+,I)%5,$2!&;(I%$2%]$)%5,&!5W!>+L$,!(;%'(-L$2!_$,N(->$,&!I(22&!$,'!
4J@Ck!'(-L$2!'(,'-%)%I!I(22&S!J223$,(>!P\/!CAr8m@B/!'5%f7@BrC8ro@b?BhDBBbr@8b!;%%!
@BS@B@ol`S%LL+,%ScBBhSBrSB@b!?cBBhDS!
@h! 4(X-%$,/!dS*)(*#19!7(IccX!-(N+2$)(&!;>$N5&5L$2!L$)+-$)%5,!$,'!$,)%N(,!I-5&&;-(&(,)$)%5,!
X<!'(,'-%)%I!I(22&S!E)11!NSb/!@bmm8@boh/!'5%f7BBAc8horC?@@DB@bmA8o!;%%!
@BS@B@ol`SI(22ScB@@S@@SBc@!?cB@@DS!
@A! 6&$,5/!sS*)(*#19!4J@oA8;5&%)%*(!L$I-5;>$N(&!'5L%,$)(!$,)%)+L5-!%LL+,%)<!X<!
I-5&&;-(&(,)%,N!'($'!I(228$&&5I%$)('!$,)%N(,&S!J223$,(>!QS/!hm8Am/!
'5%f@BS@B@ol`S%LL+,%ScB@BS@cSB@@!?cB@@DS!
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cB! O(-,>$-'/!4S!6S/!M%('/!4S/!s5I>$,([/!7S!!O-5I[(-/!eS!4J@oAk!L$I-5;>$N(&!$-(!&+WW%I%(,)!
W5-!;-%L%,N!5W!4e_&!a%)>!&;(I%W%I%)%(&!2(W)!5+)!X<!I-5&&8;-%L%,N!'(,'-%)%I!I(22&S!@"'+*<#(1*R+#-*P+,*
V*P*R!NNP/!mCo@8mCoo/!'5%f@BS@Brbl;,$&S@Ccbbmo@@c!?cB@mDS!
c@! H$/!nS*)(*#19!_5,N8P(;)%'(!4-5&&8P-(&(,)$)%5,!X<!K+L$,!J(,'-%)%I!4(22&!\II+-&!%,!
F$I+52(&!X<!P(;)%'(!9:I>$,N(!5,!Z$&I(,)!HK4!42$&&!d!H52(I+2(&S!U*J223$'1!N\a/!@r@@8@rcB/!
'5%f@BSCBCAl`%LL+,52S@mB@mrC!?cB@oDS!
cc! 4>%$,N/!HS!4S*)(*#19!J%WW(-(,)%$2!+;)$[(!$,'!I-5&&8;-(&(,)$)%5,!5W!&52+X2(!$,'!,(I-5)%I!I(22!
$,)%N(,!X<!>+L$,!J4!&+X&()&S!M3"*U*J223$'1!Sa/!bcA8bbA/!'5%f@BS@BBcl(`%ScB@mCoBcb!?cB@oDS!
cb! H(,$N(-/!ES*)(*#19!4-5&&8;-(&(,)$)%5,!5W!&<,)>()%I!25,N!;(;)%'(&!X<!>+L$,!'(,'-%)%I!I(22&f!
$!;-5I(&&!'(;(,'(,)!5,!9M6J!I5L;5,(,)!;ArlF4P!X+)!Z5)!&(Io@!$,'l5-!J(-2%,8@S!@L'P*W$)!\/!
(hAhAr/!'5%f@BS@br@l`5+-,$2S;5,(SBBhAhAr!?cB@CDS!
cC! J%,)(-/!ES*)(*#19!F$-%$X2(!;-5I(&&%,N!$,'!I-5&&8;-(&(,)$)%5,!5W!KdF!X<!'(,'-%)%I!I(22&!$,'!
L$I-5;>$N(&!&>$;(&!4e_!%LL+,5'5L%,$,I(!$,'!%LL+,(!(&I$;(S!@L'P*@#(/'0!NN/!(@BBCrcm/!
'5%f@BS@br@l`5+-,$2S;;$)S@BBCrcm!?cB@mDS!
cm! O$2((%-5/!MS!OS*)(*#19!7;$)%$2!&(;$-$)%5,!5W!)>(!;-5I(&&%,N!$,'!HK4!I2$&&!d!25$'%,N!
I5L;$-)L(,)&!W5-!I-5&&8;-(&(,)$)%5,!5W!)>(!)+L5-8$&&5I%$)('!$,)%N(,!K9Mcl,(+!X<!>+L$,!
'(,'-%)%I!I(22&S!W$+',223$'1'0>!S/!(@BCrmhm/!'5%f@BS@BhBlc@ocCBcjScB@mS@BCrmhm!?cB@mDS!
co! O$2((%-5/!MS!OS!!n$2'(,/!PS!dLL$)+-(!>+L$,!J4&!(WW%I%(,)2<!)-$,&25I$)(!(,'5I<)5&('!
$,)%N(,&!%,)5!)>(!I<)5&52!W5-!;-5)($&5L$2!;-5I(&&%,NS!A'1*J223$'1![[/!@Ch8@mC/!
'5%f@BS@B@ol`SL52%LLScB@rSBoSBch!?cB@rDS!
Résultats 
 105 
cr! #5,)(,($+/!ES!#S*)(*#19!4>$-$I)(-%]$)%5,!5W!)>(!HK4!I2$&&!d!I-5&&8;-(&(,)$)%5,!;$)>a$<!W5-!
I(228$&&5I%$)('!$,)%N(,&!X<!>+L$,!'(,'-%)%I!I(22&S!H1''-!N]P/!CCCh8CCmm/!'5%f@BS@@hclX255'8
cBBb8Bo8@hB@!?cBBbDS!
ch! K5(WW(2/!iS*)(*#19!6,)%N(,!I-5&&;-(&(,)$)%5,!X<!>+L$,!;2$&L$I<)5%'!'(,'-%)%I!I(22&S!
J223$,(>!Pb/!Ch@8CAc/!'5%f7@BrC8ro@b?BrDBBC@m8b!;%%!
@BS@B@ol`S%LL+,%ScBBrSBrSBc@!?cBBrDS!
cA! J%!P+II>%5/!eS*)(*#19!J%-(I)!;-5)($&5L(8%,'(;(,'(,)!I-5&&8;-(&(,)$)%5,!5W!*%-$2!$,)%N(,!
X<!;2$&L$I<)5%'!'(,'-%)%I!I(22&!5,!L$`5-!>%&)5I5L;$)%X%2%)<!I5L;2(:!I2$&&!dS!<#(*J223$'1!\/!mm@8
mmr/!'5%f,%S@oBc!;%%!
@BS@Bbhl,%S@oBc!?cBBhDS!
bB! E5,NX25('/!7S!_S*)(*#19!K+L$,!4J@C@k!?OJ468bDk!'(,'-%)%I!I(22&!?J4&D!-(;-(&(,)!$!+,%Q+(!
L<(25%'!J4!&+X&()!)>$)!I-5&&8;-(&(,)&!,(I-5)%I!I(22!$,)%N(,&S!U*MC&*A)-!P]b/!@cCr8@coB/!
'5%f`(LScBBAc@CB!;%%!
@BS@BhCl`(LScBBAc@CB!?cB@BDS!
b@! #2%,&(,X(-N/!eS!nS*)(*#19!#IN$LL$!-(I(;)5-!$,)%N(,!)$-N()%,N!;5)(,)%$)(&!I-5&&8
;-(&(,)$)%5,!X<!>+L$,!X255'!$,'!2<L;>5%'!)%&&+(!OJ468bk!'(,'-%)%I!I(22&S!H1''-!NP]/!m@ob8
m@rc/!'5%f@BS@@hclX255'8cB@c8Bo8CbCCAh!?cB@cDS!
bc! 7(N+-$/!9S/!62X%&)5,/!6S!_S/!n%I[&/!dS!PS/!4>$%/!7S!qS!!F%22$'$,N5&/!ES!6S!J%WW(-(,)!I-5&&8
;-(&(,)$)%5,!;$)>a$<&!%,!&)($'<8&)$)(!$,'!%,W2$LL$)5-<!'(,'-%)%I!I(22&S!@"'+*<#(1*R+#-*P+,*V*P*R!
N]a/!cBbrr8cBbh@/!'5%fBA@BcAm@Bo!;%%!
@BS@Brbl;,$&SBA@BcAm@Bo!?cBBADS!
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bb! s-()](-/!ZS!HS*)(*#19!M6OCb!W$I%2%)$)(&!I-5&&8;-(&(,)$)%5,!5W!I(228$&&5I%$)('!$,)%N(,&!X<!
4Jh$2;>$k!'(,'-%)%I!I(22&S!U*MC&*A)-!PNQ/!chr@8chhb/!'5%f@BS@BhCl`(LScB@oBmAr!?cB@oDS!
bC! _$,N2()/!4S*)(*#19!4JoC!(:;-(&&%5,!'%&)%,N+%&>(&!L5,5I<)(8'(-%*('!$,'!I5,*(,)%5,$2!
'(,'-%)%I!I(22&!$,'!-(*($2&!)>(%-!'%&)%,I)!-52(!'+-%,N!%,)-$L+&I+2$-!%LL+,%]$)%5,S!U*J223$'1!N[[/!
@rm@8@roB/!'5%f@BSCBCAl`%LL+,52S@@BcrCC!?cB@cDS!
bm! O$22(&)(-5&8e$)5/!6S/!_(5,/!OS/!_+,'/!#S!9S!!M$,'$22/!eS!JS!e(L;5-$2!I>$,N(&!%,!'(,'-%)%I!
I(22!&+X&()&/!I-5&&8;-%L%,N!$,'!I5&)%L+2$)%5,!*%$!4JrB!I5,)-52!4Jh?kD!e!I(22!-(&;5,&(&!)5!
%,W2+(,]$S!<#(*J223$'1!NN/!c@o8ccC/!'5%f,%S@hbh!;%%!
@BS@Bbhl,%S@hbh!?cB@BDS!
bo! 4>$,N/!qS!KS*)(*#19!J%I>5)5L5+&!9:;-(&&%5,!5W!eZ#!7+;(-W$L%2<!_%N$,'&!5,!6,)%N(,8
P-(&(,)%,N!4(22&!45,)-52&!P5&)8;-%L%,N!6,)%8*%-$2!4JC?kD!e!4(22!dLL+,%)<S!J223$,(>!Sb/!ACb8Amh!
(ACA/!'5%f@BS@B@ol`S%LL+,%ScB@rS@BSB@C!?cB@rDS!
br! J+-$,'/!HS!!7(N+-$/!9S!J(,'-%)%I!4(22!7+X&()!P+-%W%I$)%5,!W-5L!K+L$,!e5,&%2&!$,'!
_<L;>!Z5'(&S!A)(/'-%*A'1*H,'1!NSPQ/!hA8AA/!'5%f@BS@BBrlArh8@8CAbA8boBo8Ao!?cB@oDS!
bh! J+W5+-/!9S*)(*#19!J%*(-&%)<!5W!)>(!I<)5)5:%I!L(2$,5L$8&;(I%W%I!%LL+,(!-(&;5,&(f!&5L(!
4e_!I25,(&!-(I5N,%](!$+)525N5+&!W-(&>!)+L5-!I(22&!$,'!,5)!)+L5-!I(22!2%,(&S!U*J223$'1!N`[/!
brhr8brAm!?@AArDS!
bA! *$,!'(-!H$$)(,/!_S!O$-,(&8K+)87Z9S!@"'+))-,$0%**'K**(/)**J$()"$#(,'$#1**E'$K)")$+)*'$*
L)#"$,$0*:)&")%)$(#(,'$%9!?cB@bDS!
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87$'&,/,$!$'66&70#),/+*#$!
R9 Test d’inhibition du protéasome *
NK FVZ#%,+.$!
6+!I5+-&!'(!I())(!)>R&(/!,5+&!$*5,&!'1L5,)-1!Q+(!2(&!L58J4!()!L58H$I!,(!&5,)!;$&!(WW%I$I(&!
pour exporter un antigène exogène vers le cytosol, ce qui suggère qu’ils n’utilisent pas la voie 
I<)5&52%Q+(!;5+-!2$!I-5&&8;-1&(,)$)%5,S!!
P5+-! I5,W%-L(-! I())(! ><;5)>R&(/! ,5+&! $*5,&! $,$2<&1! 2$! I-5&&8présentation en présence d’un 
%,>%X%)(+-! '+! ;-5)1$&5L(! ?2$I)$I<&)%,(DS! 6W%,! '(! ,5+&! $&&+-(-! Q+(! 2$! 2$I)$I<&)%,(! V! c/m+NlL_!
inhibe l’activité du protéasome dans les DC ou les macrophages, nous avons mesuré l’activité du 
;-5)1$&5L(S!!
!
PK :7,21(#!
P5+-! 1*$2+(-! 20(WW%I$I%)1! '(! 20%,>%X%)(+-! '+! ;-5)1$&5L(! ?_$I)$<&)%,(! 5+! I2$&)58lactacystine β8
2$I)5,(/!H(-I[!l!H%22%;5-(D/!2(&!J4!()!2(&!L$I-5;>$N(&!;+-%W%1(&!?@:@BC!I(22+2(&!l!;+%)&D!5,)!1)1!
traités avec de la lactacystine (2,5 μg / mL) (,!L%2%(+! MPHd! ;(,'$,)! @B! L%,! V! )(L;1-$)+-(!
$LX%$,)(S!9,&+%)(/! 2(&!I(22+2(&!5,)!1)1! %,I+X1(&!$*(I!+,!&+X&)-$)! W2+5-5NR,(!;5+-! 20$I)%*%)1!'+!
;-5)1$&5L(! ?__Fq8M@@BD! ;(,'$,)! b! >(+-(&! V! br! ! 4/! my! '(! 4Bc=! &(25,! 2(&! %,&)-+I)%5,&! '+!
W$X-%I$,)! ?7%NL$DS! _(! I2%*$N(! '(! __Fq8M@@B! ;$-! 2(! ;-5)1$&5L(! *$! $+NL(,)(-! 20%,)(,&%)1! '(! 2$!
W2+5-(&I(,I(! Q+%! (&)! L(&+-1(! ;$-! +,! W2+5-5LR)-(! ?j(:! ! CAB! ,L! ()! j(:! ! mcm! ,LDS! _$!
W2+5-(&I(,I(! '(! )5+&! 2(&! ;+%)&! $! 1)1! I5--%N1(! (,! &5+&)-$<$,)! 2$! W2+5-(&I(,I(!'+! X-+%)! '(! W5,'!
?L%2%(+!&$,&!I(22+2(&DS!
!
QK 87$'&,/,!
Afin de confirmer que la lactacystine inhibe l’activité du protéasome dans les mo8J4!()!L58H$I/!
nous avons mesuré l’activité du protéasome grâce à un substrat fluorimétrique.!
Z5+&!$*5,&!5X&(-*1!Q+(!'$,&!2(&!L58DC, l’activité du protéasome!(&)!;$-)%(22(L(,)!%,>%X1(!(,!
;-1&(,I(!'(!2$!2$I)$I<&)%,(/!$25-&!Q+(!'$,&!2(&!L58Mac, la lactacystine à 2,5 ug/mL, n’inhibe pas 
l’activité du protéasome (Fig S1A). Nous observons que la lactacystine n’affecte pas la capacité 
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1.1.  
 
G+O'*#!?N!M!@%,+3+,7!('!6*1,7/$10#!#)!6*7$#)%#!(#!&/%,/%5$,+)#!
?6D! 6;-R&! )-%! I(22+2$%-(/! 2(&! L58H$I! 5,)! 1)1! %,I+X1&! $*(I! +,! &+X&)-$)! W2+5-5NR,(! '+! ;-5)1$&5L(/! (,!
20$X&(,I(!5+!(,!;-1&(,I(!'(!2$I)$I<&)%,(S!6;-R&!b!>(+-(&/!2(!-$)%5!'(!20%,)(,&%)1!'(!2$!W2+5-(&I(,I(!$!1)1!
L(&+-1S! H5<(,,(! ! 79H! '(! )-5%&! (:;1-%(,I(&! %,'1;(,'$,)(&S! ?OD! _(&! L58H$I! 5,)! 1)1! %,I+X1&! $*(I!
'%WW1-(,)(&! I5,I(,)-$)%5,&! '(! H(2$,6! ?;(;)%'(! 25,N! 5+! I5+-)D/! (,! 20$X&(,I(! 5+! (,! ;-1&(,I(! '(!
2$I)$I<&)%,(!?_$I)$DS!6;-R&!2$*$N(/!2(&!L58H$I!5,)!1)1!L%&!(,!I+2)+-(!$*(I!'(&!I(22+2(&!e!4Jh!&;1I%W%Q+(&!
'(!20$,)%NR,(S!6;-R&!cC!>/!2$!&1I-1)%5,!'0d#Z8<!;$-!2(&!I(22+2(&!e!$!1)1!L(&+-1(!;$-!9_d76S!_(!X-+%)!'(!W5,'!
$!1)1!&5+&)-$%)S!H5<(,,(!!79H!'(!)-5%&!(:;1-%(,I(&!%,'1;(,'$,)(&S!
!
 
SK ;1)%&'$+1)!
4(&!-1&+2)$)&!I5,W%-L(,)!Q+(!2(&!L58DC n’utilisent pas la voie cytosolique pour cross8;-1&(,)(-S!
P5+-! 2(&! L58Mac, la lactacystine n’est pas efficace pour inhiber le protéasome V! 2$!
I5,I(,)-$)%5,!+)%2%&1(/!'(!I(!W$%)/!,5+&!,(!;5+*5,&!;$&!I5,I2+-(!'1W%,%)%*(L(,)S!
Résultats supplémentaires 
 110 
 
H9 Test d’inhibition des cathepsines *
NK FVZ#%,+.$!
P5+-!I5,W%-L(-!Q+(!2(&!L58J4!()!L58H$I!+)%2%&(,)!2$!*5%(!*$I+52$%-(!;5+-!2$!I-5&&8;-1&(,)$)%5,/!
,5+&! $*5,&! -1$2%&1! +,! )(&)! '(! I-5&&8présentation en présence d’un inhibiteur des protéases 
;-1&(,)(&!'$,&! 2(&!;>$N5&5L(&! ?I$)>(;&%,(&!Ol_!()!7D!()!Q+%! &5,)!;5)(,)%(22(L(,)! %L;2%Q+1(&!
'$,&!2$!*5%(!*$I+52$%-(S!
!
PK :7,21(#$!
6&7-:-,-+&()%(21()#;"1)1,-+&(1&,-;#&-5.%((
6;-R&! )-%! I(22+2$%-(/! 2(&! L58J4! ()! 2(&! L58H$I! ?mS@Bm! I(22+2(&l)+X(&D! 5,)! 1)1! %,I+X1&! $*(I!
l’inhibiteur de cathepsines à 10mH!'+-$,)!@m!L%,!V!br4S!!_(&!I(22+2(&!5,)!(,&+%)(!1)1!%,I+X1(&!
$*(I! 2(! J~8\F6! V! B/cm! LNlL_! ?7+X&)-$)! W2+5-(&I(,)/! e>(-L5#%&I>(-D! '+-$,)! @B! L%,! V! br4S!
6;-R&!2$*$N(/!2$!'1N-$'$)%5,!'+!J~8\F6!?Q+%!(,)-$u,(!+,(!$+NL(,)$)%5,!'(!2$!W2+5-(&I(,I(D!(&)!
L(&+-1(!;$-!I<)5L1)-%(!(,!W2+:!V!'(&!)(L;&!'%WW1-(,)&S!
!
Test de la capture de l’antigène(
Afin de s’assurer que l’inhibiteur de cathepsines n’affecte pas la capture de OVA, nous avons 
inclus dans le test d’inhibition du protéasome (ci dessus) l’OVA couplé un fluorochrome à 0,125 
LNlL_!?6oCr8!ThermoFischer). Nous avons alors mesuré la fluorescence émise par l’OVA86oCr!
I$;)+-1!;$-!2(&!I(22+2(&/!;$-!I<)5L1)-%(!(,!W2+:!V!'%WW1-(,)&!)(L;&S!
!
QK 87$'&,/,!
Pour évaluer l’efficacité de l’inhibiteur de cathepsines dans les mo8J4!()!L58H$I/!,5+&!$*5,&!
+)%2%&1! 2$!;-5)1%,(!J~8\F6!Q+%!(&)!+,! &+X&)-$)! W2+5-5NR,(!'(&!;-5)1$&(&S!Z5+&!5X&(-*5,&! Q+(!
l’inhibiteur de cathepsines à 10mM n’affecte pas! 2$!*%$X%2%)1!I(22+2$%-(! ?#%N!7cA). L’hydrolyse de 
l’OVA8J~! (,)-$%,(! +,(! $+NL(,)$)%5,! '(! 2$! W2+5-(&I(,I(/! ,5+&! ;5+*5,&! 5X&(-*(-! Q+(!
l’inhibiteur de cathepsines diminue la dégradation de l’OVA8J~!'$,&!2(&!L58J4!()!L58H$I!?#%N!
Résultats supplémentaires 
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7cB). En revanche, nous pouvons observer que la dégradation de l’OVA8J~! (&)! W5-)(L(,)!
$WW(I)1(!'$,&!2(&!L58Mac en présence de DMSO, qui a été utilisé pour reconstituer l’inhibi)(+-/!
I5,)-$%-(L(,)! $+:!L58J4S!Z5+&!;5+*5,&! 1N$2(L(,)! 5X&(-ver que l’inhibiteur de cathepsines 
n’affecte pas la capture de l’OVA (OVA86oCrD!;$-!2(&!L58J4/!I5,)-$%-(L(,)!$+:!L58H$IS!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure S2 : Inhibition de la dégradation de l’OVA par l’inhibiteur de cathepsines!
?6D!_$!*%$X%2%)1!cellulaire en absence et présence d’inhibiteur. (B) Après tri cellulaire, les mo8J4!()!L58J4!
ont été incubés avec l’inhibiteur de cathepsines à 10mM pendant 10 min à 37°C puis avec de l’OVA8J~!()!
\F68A647 pendant 10 min à 37°C. La fluorescence de l’OVA8J~!()!\F68oCr!$!1)1!L(&+-1(!)5+)(&!2(&!@B!
L%,S
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!
SK ;1)%&'$+1)!
L’inhibiteur de cathepsines diminue la dégradation de l’antigène dans les mo8J4!&$,&!$WW(I)(-!2$!
capture de l’antigène. En revanche, nous ne pouvons pas conclure que l’inhibiteur est efficace 
'$,&!2(&!L58H$I/!I$-!(,!;-1&(,I(!'(!JH7\!2$!'1N-$'$)%5,!'(!\F6!(&)!1N$2(L(,)!$WW(I)1(S!J(!
plus, l’inhibiteur de cathepsines affecte la capture de l’OVA par mo8H$IS!Z5+&!;5+*5,&!$25-&!
conclure que l’inhibiteur de cathepsines inhibe efficacement la dégradation de l’$,)%NR,(!;$-!2(&!
;-5)1$&(&!2<&5&5L$2(&!'$,&!2(&!L58J4/!L$%&!&(LX2(!;(+!(WW%I$I(!'$,&!2(&!L58H$IS!d2!&(-$%)!'5,I!
nécessaire d’inhiber la voie vacuolaire en utilisant un autre inhibiteur ou des shRNA, qui 
n’affecteront pas la capture de l’antigène par les mo8H$IS!
!
!
E9 =1*1'-,#()%$(3+>9=(%,()%$(3+>?1'(@(*"#$%&,%"($."(3+2#'.2%$().(=?A(6 6B *
NK FVZ#%,+.!
Z5+&! $*5,&! I5,&)$)1! Q+(! 2(&!L58J4! &5,)! (WW%I$I(&/! I5,)-$%-(L(,)! $+:!L58H$I/! ;5+-! %,'+%-(!
+,(! -1;5,&(! e! 4Jhk! I<)5)5:%Q+(! ()! Q+%! (&)! '1;(,'$,)(! '(&! _e! 4JCkS! 4(! -1&+2)$)! ;5+--$%)!
s’expliquer par le fait que les mo8Mac présentent peu efficacement l’antigène aux LT CD4, 
I5,'+%&$,)! V! +,(! W$%X2(! $I)%*$)%5,! '(&! _e! 4JCS! 6W%,! '(! )(&)(-! I())(! ><;5)>R&(/! ,5+&! $*5,&!
'1)(-L%,1! 2$! I$;$I%)1! '(&!L58J4! ()! '(&!L58H$I! V! ;-1&(,)(-! 2$! )1)$,5&! )5:5g'(! $+:! _e! 4JC!
L1L5%-(&!$+)525N+(&S!P5+-!I(2$/!,5+&!$*5,&!$,$2<&1!;$-!I<)5L1)-%(!(,!W2+:!2$!;-52%W1-$)%5,!'(&!
_e!4JC!%,'+%)(!;$-!I(&!'(+:!;5;+2$)%5,&!I(22+2$%-(&!$;-R&!m!`5+-&!'(!I58I+2)+-(S!
!
PK :/,7*+#&!#,!07,21(#!
_(&! &5+&! ;5;+2$)%5,&! '(!J4! ()! '(!L$I-5;>$N(&! ?@BCl;+%)&D! 5,)! 1)1! %,I+X1(&! $*(I! '%WW1-(,)(&!
concentrations de l’anatoxine tétanique (Tetanus To:5%'! 9HJ!H%22%;5-(D! ;(,'$,)! b>! V! br4!
'$,&!'+!L%2%(+!q&&(2S!_(&!_e!4JCk!L1L5%-(&!$+)525N+(&!&5,)!L$-Q+1&!$*(I!m!mH!'(!L$-Q+(+-!
'(! ;-52%W1-$)%5,! I(22+2$%re violet (CellTrace™ Violet Cell Proliferation Kit, ThermoFischer) puis 
;2+&%(+-&! 2$*$N(&!&5,)!(WW(I)+1&S!_(&!J4!()! 2(&!L$I-5;>$N(&!&5,)!L%&!(,!I58I+2)+-(!$*(I!2(&!_e!
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4JC!L$-Q+1&!$+!4eF!?@Bml;+%)&D!'+-$,)!m!`5+-&S!_$!;-52%W1-$)%5,!'(&!_e!4JC!(&)!(,&+%)(!$,$2<&1(!
;$-!I<)5L1)-%(!(,!W2+:S!
!
QK 87$'&,/,!
_(&!-1&+2)$)&!L5,)-(,)!Q+(!2(&!L58J4!$I)%*(,)!;2+&!(WW%I$I(L(,)!2(&!_e!4JC!L1L5%-(&!Q+(!2(&!
L58Mac et donc présentent l’anatoxine tétanique &+-!2(+-&!L521I+2(&!'+!4HK!'(!I2$&&(!dd!;2+&!
(WW%I$I(L(,)!Q+(!2(&!L58H$I!?#%N!7b68ODS!4(;(,'$,)/! 2(&!,%*($+:!'(!;-52%W1-$)%5,!&5,)!W$%X2(&S!
Z5+&!$*5,&!'5,I!%,I2+&!'$,&!,5)-(!(:;1-%(,I(!+,!I5,)-t2(!%,)(-,(/!(,!+)%2%&$,)!'(&!;5;+2$)%5,&!
'(!J4!L5'R2(&!N1,1-1(&!%,!*%)-5!V!;$-)%-!'(!I(22+2(&!4JbCk!'+!&$,Nf!4J@$k!J4!()!4J@Ck!J4!?#%N!
7b48JDS!9,!(WW()/! %2!$!1)1!'1L5,)-1!;$-!,5)-(!2$X5-$)5%-(!Q+(!I(&!'(+:!)<;(&!'(!J4!;-1&(,)(,)!
l’anatoxine aux cellules T CD4k!$+)525N+(&!?7(N+-$!()!$2S/!cB@b$DS!
Résultats supplémentaires 
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G+O'*#!?Q!M!J*7$#),/,+1)!de l’anatoxine tétanique aux lymphocytes T CD4+ mémoires par les 
014B;!#,!014:/%!
_(&! &5+&8;5;+2$)%5,&! '(! J4! ()! '(! L$I-5;>$N(&! 5,)! 1)1! )-%1(&! ;$-! I<)5L1)-%(! ;+%&! %,I+X1(&! $*(I!
différentes concentrations d’anatoxine tétanique (TT). Après lavage, les DC et 2(&!L$I-5;>$N(&!5,)!1)1!
L%&! (,! I+2)+-(! ;(,'$,)! m! `5+-&! $*(I! '(&! 2<L;>5I<)(&! e! 4JC! L1L5%-(&! $+)525N+(&! ;-1$2$X2(L(,)!
L$-Q+1&!$*(I!'+!4eFS!_$!;-52%W1-$)%5,!'(&!2<L;>5I<)(&!e!4JC!(&)!$,$2<&1(!;$-!I<)5L1)-%(!(,!W2+:S!?68OD!
_(&!L58J4!()!L58H$I!5,)!1)1!'%WW1-(,I%1&!%,!*%)-5!V!;$-)%-!'(!L5,5I<)(&!'+!&$,NS!?48JD!2(&!4J@$k!J4!()!
4J@Ck!J4!5,)!1)1!'%WW1-(,I%1(&!%,!*%)-5!V!;$-)%-!'(!;-1I+-&(+-&!4JbCk!'+!&$,NS!?6!()!4D!P-52%W1-$)%5,!'(&!
_e!4JC!L1L5%-(&!(,!;-1&(,I(!'(!I(22+2(&!'1-%*1(&!'(&!L5,5I<)(&!5+!4JbCk!$;-R&!%,I+X$)%5,!$*(I!2$!ee!
V!mmNlL_S!?O!()!JD!H($,±79H!'(!m!(:;1-%(,I(&!%,'1;(,'$,)(&S!!
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!
SK ;1)%&'$+1)!
H$2N-1!2$!*$-%$X%2%)1! %,)(-!'5,,(+-/! 2(&!L58J4!&(LX2(,)!;2+&!(WW%I$I(&!Q+(!2(&!L58H$I!;5+-! 2$!
;-1&(,)$)%5,!&+-! 2(&!L521I+2(&!'+!4HK!ddS!4(I%!;5+--$%)!(:;2%Q+(-!Q+(!2(&!L58H$I!,(!&5,)!;$&!
(WW%I$I(&!;5+-!%,'+%-(!+,(!-1;5,&(!e!4Jh!I<)5)5:%Q+(S!
!
?9 6&).',-+&()%(C"%;( *
NK FVZ#%,+.!
J+-$,)!I())(!)>R&(/!,5+&!$*5,&!L5,)-1!Q+(!2(&!L58H$I!,(!&5,)!;$&!(WW%I$I(&!;5+-!%,'+%-(!+,(!
réponse CTL. Nous avons alors émis l’hypothèse que les mo8H$I! ;5+--$%(,)! %,'+%-(! '(&!
2<L;>5I<)(&!e!4Jh!-1N+2$)(+-&!?e-(NDS!!
Afin d’évaluer la capacité des mo8H$I!V!%,'+%-(!'(&!e-(N/!,5+&!$*5,&!+)%2%&1!,5)-(!;-5)5I52(!'(!
I58culture mis en place pour étudier la réponse cytotoxique et analysé l’expression de CD15s et 
#5:;b!;$-!2(&!2<L;>5I<)(&!e!4JCk!()!_e!4Jhk!?H%<$-$!()!$2S/!cB@mD!S!
!
PK :/,7*+#&!#,!07,21(#!
6;-R&! )-%! I(22+2$%-(/! 2(&!L58J4!()!L58H$I! ?@:@BCl;+%)D!5,)!1)1!L%&!(,!I+2)+-(!$*(I! 2(&! _e!4Jh!
()l5+!_e!4JC!,$%W&!4JCmM6k/!4JCmM\8!?m:@BCl;+%)DS!6;-R&!o!`5+-&!'(!I58I+2)+-(/!2$!;-52%W1-$)%5,!
des LT CD4 et CD8, ainsi que l’expression de Foxp3 et CD15s a été analysée par cytométrie en 
W2+:S!!
!
QK 87$'&,/,$!
Z5+&!$*5,&!$,$2<&1!;$-!I<)5L1)-%(!(,!W2+:!la prolifération et l’expression de CD15s et Foxp3 par 
2(&!_e!4JC!()!_e!4Jh!$;-R&!r!`5+-&!'(!I58I+2)+-(S!Z5+&!I5,&)$)5,&!Q+(!2(&!L58J4!%,'+%&(,)!+,(!
L(%22(+-(!;-52%W1-$)%5,!'(&!2<L;>5I<)(&!e!,$gW&!Q+(!2(&!L58H$I!?#%N!7C6!()!ODS!
Z5+&!;5+*5,&!1N$2(L(,)!5X&(-*(-!Q+(!2(&!L58DC induisent l’expression de CD15s à la surface 
'(&!_e!4JC!()!_e!4JhS!_(&!L58Mac, quant à eux, induisent uniquement l’expression de CD15s 
Résultats supplémentaires 
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;$-!2(&!_e!4JCS!9,!-(*$,I>(/!2(&!L58J4!()!2(&!L58Mac n’induisent pas l’expression de Foxp3 par 
2(&!_e!4JC!()!_e!4JhS!!
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
G+O'*#!?S!M!9T6*#$$+1)!(#!;BN`$!#,!G1T6Q!6/*!&#$!&50621%5,#$!>!
_(&!L58J4!()!L58H$I!5,)!1)1!'%WW1-(,I%1(&!%,!*%)-5!V!;$-)%-!'(!L5,5I<)(&!'+!&$,NS!
?6D!6;-R&!)-%!I(22+2$%-(/!2(&!L58J4!()!L58H$I!5,)!1)1!L%&!(,!I+2)+-(!$*(I!'(&!2<L;>5I<)(&!e!4JC!()!4Jh!
,$gW&!$225N1,%Q+(&!;-1$2$X2(L(,)!L$-Q+1&!$*(I!'+!4#79!;5+-!2(&!4JC!()!'+!4eF!;5+-!2(&!4JhS!?OD!6;-R&!r!
`5+-&! '(! I58culture, nous avons analysé par cytométrie en flux  l’expression de CD15s et Foxp3 après 
-(&)%L+2$)%5,!'(&!2<L;>5I<)(&!e!$*(I!'(!2$!PH6l!d5,5L<I%,(!(,!;-1&(,I(!'(!O-1W(2'%,(!6S!
 
 
SK ;1)%&'$+1)!
4())(!(:;1-%(,I(!$!L5,)-1!Q+(!2(&!L58Mac n’induisent pas de Treg. L’expression de CD15s sur 
2(&! _e! 4JC! ()! _e! 4Jh!L5,)-(! Q+(! 2(&! L58DC ont la capacité d’activer les LT et les mo8H$I!
+,%Q+(L(,)!2(&!_e!4JCS!4(!-1&+2)$)!-(`5%,)!,5&!'5,,1(&!L5,)-$,)!Q+(!2(&!L58Mac n’ont pas la 
capacité d’induire une réponse CTL, suggérant que les mo8H$I/!I5,)-$%-(L(,)!$+:!J4/!,(!&5,)!
;$&!I$;$X2(&!'(!;-5'+%-(!'(&!&%N,$+:!'(!I58$I)%*$)%5,!()l5+!2(&!I<)5[%,(&!Q+%!&5,)!,1I(&&$%-(&!
;5+-!%,'+%-(!+,(!-1;5,&(!4e_S!
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B<?;I??<F=!!
6+!I5+-&!'(!I())(!)>R&(/!,5+&!,5+&!&5LL(&!%,)1-(&&1&!$+:!;-5;-%1)1&!W5,I)%5,,(22(&!'(&!
I(22+2(&!'(,'-%)%Q+(&!()!'(&!L$I-5;>$N(&!'1-%*1&!'(&!L5,5I<)(&/!;5+-!2$!I-5&&8;-1&(,)$)%5,!()!
2$!I$;$I%)1!V!%,'+%-(!+,(!-1;5,&(!e!4Jhk!I<)5)5:%Q+(S!!
P5+-! 1)+'%(-! I(&! Q+(&)%5,&/! ,5+&! $*5,&! ;2+&! ;$-)%I+2%R-(L(,)! +)%2%&1! '(&! L58J4! ()! L58H$I!
provenant d’ascites tumorales de patients cancéreux. Afin d’étudier les spécialités 
W5,I)%5,,(22(&! '(! I(&! '(+:! )<;(&! I(22+2$%-(&/! ,5+&! $*5,&! (L;25<1! '%WW1-(,)&! L5'R2(&!
(:;1-%L(,)$+:S!
!
J$,&!I())(!;$-)%(/!`(!I5LL(,I(-$%!;$-!2(&!2%L%)(&!'(!,5&!L5'R2(&!(:;1-%L(,)$+:!()!2(&!&52+)%5,&!
$;;5-)1(&/!;+%&!`(!'%&I+)(-$%!'(&!-1&+2)$)&!5X)(,+&!()!2(&!;(-&;(I)%*(&!'(!I(!;-5`()S!
!
A. "#$!&+0+,#$!#T67*+0#),/&#$!
NK E/*+/V+&+,7!(#$!7%2/),+&&1)$!2'0/+)$!
J$,&! ,5)-(! 1)+'(/! ,5+&! $*5,&! ;-%,I%;$2(L(,)! )-$*$%221! $*(I! '(&! $&I%)(&! )+L5-$2(&!
;-5*(,$,)!'(!;$)%(,)&!I$,I1-(+:/!$%,&%!Q+(!'(&!I(22+2(&!;-5*(,$,)!'+!&$,N!'(!'5,,(+-&!&$%,&S!
L’utilisation d’échantillons humains présente des limitations car plusieurs paramètres peuvent!
%,W2+(,I(-! 2(&! -1&+2)$)&! )(2&! Q+(!: le traitement médical, l’âge, le stade tumoral et le 
;52<L5-;>%&L(! N1,1)%Q+(! ?7%L5,! ()! $2S/! cB@mD. De plus, la réponse immunitaire varie d’un 
%,'%*%'+!V!+,!$+)-(!?O-5'%,!$,'!J$*%&/!cB@r=!J(!E$N(-!()!$2S/!cB@m=!_%&)5,!()!$2S/!cB@oDS!e5+&!I(&!
critères doivent être pris en compte lors de l’interprétation des résultats car ils contribuent à 
'(&! *$-%$)%5,&! %,)(-8'5,,(+-&S! 4(;(,'$,)/! %2! (&)! '%WW%I%2(! '(! ;-(,'-(! (,! I5L;)(! I(&! '%WW1-(,)&!
paramètres car nos échantillons sont anonymisés, dès lors nous avons décidé d’utiliser un 
,5LX-(!&+WW%&$LL(,)!12(*1!'(!'5,,(+-&!'$,&!,5)-(!1)+'(!$W%,!'(!-(,W5-I(-! 2$!*$2%'%)1!'(!,5&!
I5,I2+&%5,&!;$-!'(&!)(&)&!&)$)%&)%Q+(&S!
J+-$,)! ,5)-(! 1)+'(/! ,5+&! $*5,&! +)%2%&1! +,! L5'R2(! (:;1-%L(,)$2! X$&1! &+-! +,(! -1$I)%5,!
allogénique entre les DC ou macrophages d’un donneur et les lymphocytes T naïfs d’un autre 
'5,,(+-S! _$! -1$I)%5,! $225N1,%Q+(! (&)! '1;(,'$,)(! '+! "!L%&L$)I>!3! (,)-(! '5,,(+-&/! I(! Q+%!
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(:;2%Q+(!2(&!*$-%$)%5,&!'’activation et de prolifération des lymphocytes T CD4 ou CD8 dans notre 
L5'R2(!(:;1-%L(,)$2S!
!
PK 8/*#,7!#,!.*/O+&+,7!(#$!@J;!2'0/+)#$!
_(&! J4! ()! 2(&! L$I-5;>$N(&! &5,)! '(&! I(22+2(&! ;-%L$%-(&! -$-(&! ()! W-$N%2(&/! 2%L%)$,)! 2(!
,5LX-(!'(!I5,'%)%5,&!;5+*$,)!.)-(!)(&)1(&!'$,&!,5&!(:;1-%(,I(&S!Z5+&!+)%2%&5,&!2(&!L58J4!()!
2(&!L58H$I!W-$%I>(L(,)!;+-%W%1&!()! 2(!;2+&!-$;%'(L(,)!;5&&%X2(S!_(&!I(22+2(&!,(!&5,)!;$&!L%&(&!
(,! I+2)+-(! (,! ;-1&(,I(! '(! I<)5[%,(&! 5+! W$I)(+-&! '(! I-5%&&$,I(! ;5+-! ,(! ;$&! L5'%W%(-! 2(+-&!
;-5;-%1)1&!W5,I)%5,,(22(&S!!!
L’utilisation d’inhibiteurs à une concentration minimale inhibitrice entraine également la mort 
I(22+2$%-(!'(&!L58J4!()!'(&!L58H$IS!J(!I(!W$%)/! %2!$!1)1!%L;5&&%X2(!'(!-1$2%&(-!'(&!(:;1-%(,I(&!
$*(I!I(-)$%,&! %,>%X%)(+-&! ?9oC!()! %,>%X%)(+-!'(!I$)>(;&%,(D!$*(I! 2(&!L58J4!'(&!$&I%)(&S!J$,&! 2(!
I$&!'(&!L58Mac, nous n’avons pas réussi à inhiber le protéasome avec la lactacystine à la même 
I5,I(,)-$)%5,!Q+(!I(22(!+)%2%&1(!;5+-! 2(&!L58DC, il serait donc nécessaire d’employer d’autres 
%,>%X%)(+-&!'+!;-5)1$&5L(!(l’epoxomicine ou MG8@bc/!Q+%!&5,)!;2+&!)5:%Q+(&DS!
Afin d’obtenir un nombre suffisant de cellules pour certaines expériences, nous avons utilisé un 
L5'R2(!'(!'%WW1-(,I%$)%5,!'(&!L5,5I<)(&!%,!*%)-5/!-1I(LL(,)!'1*(25;;1!$+!2$X5-$)5%-(/!()!Q+%!
permet d’obten%-!'(&!L58J4!()!L58H$I!Q+%! &5,)! )-R&! &(LX2$X2(&!$+:!I(22+2(&!;-1&(,)(&!'$,&!
l’ascite ?i5+'5)!()!$2S/!cB@rDS!Z5+&!$*5,&!$%,&%!+)%2%&1!I(&!I(22+2(&!;5+-!)(&)(-!2(&!%,>%X%)(+-&!'(!2$!
*5%(!*$I+52$%-(S!
!
B. B+$%'$$+1)!#,!6#*$6#%,+3#$!
NK "/!%*1$$46*7$#),/,+1)!6/*!&/!31+#!3/%'1&/+*#!
6+! I5+-&! '(! I())(! )>R&(/! ,5+&! $*5,&! L%&! (,! 1*%'(,I(! Q+(! 2(&! L58J4! ()! L58H$I/!
provenant d’ascites tumorales ou de notr(!L5'R2(!%,!*%)-5/!I-5&&8;-1&(,)(,)!+,%Q+(L(,)!;$-!2$!
*5%(!*$I+52$%-(S!
J(&! '5,,1(&! I5,)-$'%I)5%-(&! (:%&)(,)! '$,&! 2$! 2%))1-$)+-(! I$-! %2! $! 1)1! L5,)-1! Q+(! 2(&! L58J4!
N1,1-1(&! %,!*%)-5!(,!+)%2%&$,)! 2(&!I<)5[%,(&!iH847#!()! d_84 peuvent utiliser l’une ou l’autre '(&!
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'(+:!*5%(&!;5+-! 2$!I-5&&8;-1&(,)$)%5,S!9,!(WW()/!I(-)$%,(&!1)+'(&!L5,)-(,)! 2(&!L58J4!+)%2%&(,)!
;5+-!2$!I-5&&8;-1&(,)$)%5,!'0$,)%NR,(&!&52+X2(&!2$!*5%(!*$I+52$%-(!?4>%$,N!()!$2S/!cB@o=!H$!()!$2S/!
cB@oD/! ()! '0$+)-(&! Q+(! 2(&! L58J4! +)%2%&(,)! 2$! *5%(! I<)5&52%Q+(! ?O$2((%-5! $,'! n$2'(,/! cB@r=!
O$2((%-5!()!$2S/!cB@m=!J%,)(-!()!$2S/!cB@m=!H1,$N(-!()!$2S/!cB@CDS!J(!;2+&/!%2!$!1)1!-$;;5-)1!Q+(!2$!
I-5&&8;-1&(,)$)%5,!'0$,)%NR,(!$&&5I%1!$+:!I(22+2(&!(&)!'1;(,'$,)(!'+!;-5)1$&5L(!'$,&!I(&!J4!
?#5,)(,($+!()!$2S/!cBBbD. Ces résultats suggèrent que selon la nature de l’antigène, les mo8J4!
'%WW1-(,I%1(&!$*(I!iH847#ld_8C!+)%2%&(,)!2$!*5%(!*$I+52$%-(!5+!2$!*5%(!I<)5&52%Q+(!;5+-!2$!I-5&&8
;-1&(,)$)%5,S!!
J(&! $,$2<&(&! )-$,&I-%;)5L%Q+(&! 5,)! L5,)-1! Q+(! 2(&! L58J4! '(! ,5)-(! L5'R2(! %,! *%)-5! &5,)!
'%WW1-(,)(&! '(&!L58J4! N1,1-1(&! $*(I! 2(&! I<)5[%,(&! iH847#! ()! d_8CS! 9,! (WW()/! 2(&!L58J4! iH8
47#ld_C!&5,)!;2+&!;-5I>(&!'(&!IJ4/!I5,)-$%-(L(,)!$+:!L58J4!'(!,5)-(!L5'R2(!%,!*%)-5!Q+%!&5,)!
;2+&!;-5I>(&!'(&!L58J4!'(&!$&I%)(&!)+L5-$2(&!?i5+'5)!()!$2S/!cB@rDS!4(I%!&+NNR-(!Q+(!I(&!'(+:!
)<;(&! '(! L58J4! &5,)! '(&! ;5;+2$)%5,&! '%&)%,I)(&/! ()! ;5+--$%(,)! +)%2%&(-! '(&! L1I$,%&L(&!
'%WW1-(,)&!;5+-!2$!I-5&&8;-1&(,)$)%5,S!!
!
d2!$!1)1!;-5;5&1!Q+(!2(!I>5%:!'(!2$!*5%(!I<)5&52%Q+(!;$-!-$;;5-)!V!2$!*5%(!*$I+52$%-(!;5+-!2$!I-5&&8
;-1&(,)$)%5,!(&)!'%I)1!;$-! 2$! W5-L(!'(! 20$,)%NR,(S!9,!$II5-'!$*(I!I(2$/! %2!$!1)1!L5,)-1!Q+(! 2(&!
;J4! >+L$%,(&! I-5&&8;-1&(,)(,)! 2(&! $,)%NR,(&! &52+X2(&! ()! $&&5I%1&! $+:! I(22+2(&! ;$-! 2$! *5%(!
I<)5&52%Q+(! ?K5(WW(2! ()! $2S/! cBBrD?7(N+-$! ()! $2S/! cB@b$D! L$%&! +)%2%&(,)! 2$! *5%(! *$I+52$%-(! ;5+-!
I-5&&8;-1&(,)(-!'(&!$,)%NR,(&!*%-$+:!?J%!P+II>%5!()!$2S/!cBBhDS!J(!;2+&/!2(&!IJ4@!>+L$%,(&!I-5&&8
;-1&(,)(,)!2(&!$,)%NR,(&!&52+X2(&!(,!+)%2%&$,)!2$!*5%(!I<)5&52%Q+(!?4>%$,N!()!$2S/!cB@oD?E5,NX25('!
()!$2S/!cB@BD?7(N+-$!()!$2S/!cB@b$D/!L$%&!2$!I-5&&8;-1&(,)$)%5,!'(&!I5L;2(:(&!%LL+,&!(&)!%,>%X1(!
V! 2$! W5%&! ;$-! 2(&! %,>%X%)(+-&! '+! ;-5)1$&5L(! ()! '(&! ;-5)1$&(&! 2<&5&5L$2(&! ?#2%,&(,X(-N! ()! $2S/!
cB@cDS!
!
Enfin, il n’est pas exclu que les propriétés intrinsèques des sous8;5;+2$)%5,&! '(! J4! ;+%&&(,)!
5-%(,)(-!2(!I>5%:!'(!2$!*5%(!'(!I-5&&8;-1&(,)$)%5,S!9,!(WW()/!%2!$!1)1!'1L5,)-1!I>(]!2$!&5+-%&!Q+(!
2(&!L521I+2(&! %L;2%Q+1(&!'$,&!2$!I-5&&8;-1&(,)$)%5,!&5,)!'%WW1-(,)(&!(,)-(! 2(&!IJ4@!()! 2(&!L58
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J4!N1,1-1(&!%,!*%*5!()!%,!*%)-5!?s-()](-!()!$2S/!cB@o=!7(N+-$!()!$2S/!cBBADS!Z5&!-1&+2)$)&!L5,)-(,)!
2$!*$2%'%)1!'(!I())(!><;5)>R&(!;5+-!2(&!J4!>+L$%,(&S!
!
PK :7%/)+$0#$!01&7%'&/+*#$!(#!&/!31+#!3/%'1&/+*#!
_(&! )-$*$+:! -1$2%&1&! ;$-! P/)$* )(* #1* 5,)! L5,)-1! Q+(! 2$! I-5&&8;-1&(,)$)%5,! ;$-! 2$! *5%(!
*$I+52$%-(!(&)!$2)1-1(!;$-! 2$! 2(+;(;)%,(/!+,!%,>%X%)(+-!'(!I<&)1%,(!;-5)1$&(!()!&(-%,(!;-5)1$&(S!
4>(]!2$!&5+-%&/!%2!$!1)1!'1L5,)-1!Q+(!2(&!J4![,5I[!5+)!V!2$!W5%&!;5+-!I$)>(;&%,(!7!()!e6P!!;(-'(,)!
2(+-! I$;$I%)1! V! I-5&&8;-1&(,)(-! $+:! 2<L;>5I<)(&! e! 4Jhk! '(&! $,)%NR,(&! ;$-)%I+2$%-(&/! '(&!
$,)%NR,(&!$&&5I%1&!$+:!I(22+2(&!5+!'+!*%-+&!d,W2+(,]$S!9,!(WW()/!2(&!J4!'1W%I%(,)(&!(,!I$)>(;&%,(!7!
N1,R-(,)!;(+!'(!;(;)%'(&!$,)%N1,%Q+(&!'$,&!2(+-!;>$N5&5L(/!'%L%,+$,)!2$!W%:$)%5,!'(&!;(;)%'(&!
&+-! 2(&!L521I+2(&! '+! 4HK8d! ()! 2$! I-5&&8;-1&(,)$)%5,S! 9,! -(*$,I>(/! 2(&!J4! 5p! 2(&! ;>$N5&5L(&!
I5,)%(,,(,)! '(! 2$! I$)>(;&%,(! 7! 5+! +,(! I$)>(;&%,(! 7! -(I5LX%,$,)(! &5,)! I$;$X2(&! '(! I-5&&8
;-1&(,)(-/!I$-!2$!I$)>(;&%,(!7!N1,R-(!'(&!;(;)%'(&!Q+%!&(!2%(,)!$+:!L521I+2(&!'+!4HK8d!?7>(,!()!
$2S/!cBBCDS!4())(!1)+'(!&+NNR-(!Q+(!2$!I$)>(;&%,(!7!`5+(!+,!-t2(!L$`(+-!'$,&!2$!N1,1-$)%5,!'(&!
$,)%NR,(&!;5+-!2$!I-5&&8;-1&(,)$)%5,!;$-!2$!*5%(!*$I+52$%-(S!!
J$,&!,5)-(!1)+'(/!,5+&!$*5,&!L5,)-1!Q+(!2$!I$;$I%)1!'(&!L58J4!V!!I-5&&8;-1&(,)(-!(&)!$2)1-1(!
par un inhibiteur de cathepsine (qui inhibe les cathepsines B, L et S) mais pas par l’inhibiteur des 
I<&)1%,(&!;-5)1$&(&!()!'(!I$)>(;&%,(&!OlK!()!_!?98oCDS!9,!$II5-'!$*(I!2$!2%))1-$)+-(/!,5&!-1&+2)$)&!
&+NNR-(,)!Q+(!2$!I$)>(;&%,(!7!!V!+,!-t2(!I21!'$,&!2$!I-5&&8;-1&(,)$)%5,!;$-!2$!*5%(!*$I+52$%-(S!!
!
Cependant, il n’est pas exclu que d’autres molécules puissent êt-(! %L;2%Q+1(&S! d2! &(-$%)!
%,)1-(&&$,)!'(!'1)(-L%,(-!Q+(22(&!;-5)1$&(&!&5,)!%L;2%Q+1(&!'$,&!2$!*5%(!*$I+52$%-(!'$,&!2(&!J4!
>+L$%,(&!(,!+)%2%&$,)!,5)-(!L5'R2(!%,!*%)-5!'(!J4!()!'(!L$I-5;>$N(&!'1-%*1(&!'(&!L5,5I<)(&S!
9,!(WW()/!!I(&!I(22+2(&!+)%2%&(,)!+,%Q+(L(,)!2$!*5%(!*$I+52$%-(!;5+-!2$!I-5&&8;-1&(,)$)%5,/!()!%2!(&)!
possible de les manipuler pour éteindre l’expression de gènes candidats par la technique de 
&>MZ6! $;-R&! %,W(I)%5,! ;$-! +,! 2(,)%*%-+&S! d2! (&)! %L;5-)$,)! '(! '1)(-L%,(-! 2(&! $I)%*%)1&!
(,]<L$)%Q+(&! %L;2%Quées, car selon le mécanisme de dégradation de l’antigène, la nature des 
1;%)5;(&!;(+)!.)-(!'%WW1-(,)(!()!$*5%-!+,!%L;$I)!&+-!2$!I-5&&8;-1&(,)$)%5,!;$-!2(&!L58J4!?J%,)(-!
()!$2S/!cB@mDS!
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QK "/!%*1$$46*7$#),/,+1)!6/*!&#$!0/%*162/O#$!
J+-$,)! I())(! )>R&(/! ,5+&! $*5,&!L%&! (,! 1*%'(,I(! Q+(! 2(&!L58H$I! >+L$%,&! ;-5*(,$,)!
d’ascites ou de notre modèle in vitro sont également capables de cross8;-1&(,)(-/!$25-&!Q+(!2(&!
L$I-5;>$N(&!-1&%'(,)&!'$,&!2(&!$L<N'$2(&!,(!I-5&&8;-1&(,)(,)!;$&!?7(N+-$!()!$2S/!cB@b$DS!!
!
_(&! J4! &5,)! I5,&%'1-1(&! I5LL(! 2(&! &(+2(&! I(22+2(&! &;1I%$2%&1(&! '$,&! 2$! I-5&&8;-1&(,)$)%5,S!
Néanmoins, différentes études ont mis en évidence que les macrophages, chez l’homme et chez 
2$!&5+-%&/!5,)! 2$!I$;$I%)1!'(!I-5&&8;-1&(,)(-S!J$,&!'(&!L5'R2(&! %,!*%)-5/! %2!$!1)1!'1L5,)-1!Q+(!
'(&!2%N,1(&!I(22+2$%-(&!-(&&(LX2$,)!V!'(&!L$I-5;>$N(&!?s5*$I&5*%I&8O$,[5a&[%!$,'!M5I[/!@AAmD!
?K5+'(!()!$2S/!cBBbD!?Z5-X+-<!()!$2S/!@AAmD!5+!'(&!L5,5I<)(&!'%WW1-(,I%1(&!(,!L$I-5;>$N(&!(,!
;-1&(,I(! '(! iH847#! ?O5<(-! ()! $2S/! @AAAD! I-5&&8;-1&(,)(,)! '(&! $,)%NR,(&! ;$-)%I+2$%-(&! ()!
&52+X2(&S!d,!*%*5!I>(]!2$!&5+-%&/!2(&!L$I-5;>$N(&!I-5&&8;-1&(,)(,)!$+:!2<L;>5I<)(&!e!4Jhk!'(&!
$,)%NR,(&! *%-$+:! ?62$)(-<! ()! $2S/! cB@BD! ?O(-,>$-'! ()! $2S/! cB@mD! ()! '(&! $,)%NR,(&! $&&5I%1&! $+:!
I(22+2(&!?O(2%]$%-(!$,'!Y,$,+(/!cBBADS!!
!
Chez l’homme, dans un modèle in vitro de différenciation des monocytes en DC ou 
L$I-5;>$N(&!(,!;-1&(,I(!'(!iH847#!()! d_8@b!5+! d_8C/! %2! $!1)1!L5,)-1!Q+(! 2(&!L58H$I!I-5&&8
;-1&(,)(,)! '(&! ;$-)%I+2(&! *%-$2(&! $+&&%! (WW%I$I(L(,)! Q+(! 2(&! L58J4! '1-%*1(&! '(&! L5,5I<)(&!
?O+&(<,(!()!$2S/!cBB@DS!
!
Pour expliquer ces résultats, on peut faire l’hypothèse que les macrophages dérivés '(&!
L5,5I<)(&! 5,)! +,! ;-5N-$LL(! )-$,&I-%;)%5,,(2! '%WW1-(,)! '(! I(2+%! '(&! L$I-5;>$N(&!
"!I2$&&%Q+(&!3!()!Q+%!2(+-!;(-L()!'(!I-5&&8;-1&(,)(-S!
!
Afin d’identifier les mécanismes impliqués dans la cross8;-1&(,)$)%5,! ;$-! 2(&! L58H$I/! 5,!
;5+--$%)!%'(,)%W%(-!'(&!NR,(&!I$,'%'$)&!;$-!MZ68seq en comparant l’expression des gènes entre 
2(&!L$I-5;>$N(&!'(&! $L<N'$2(&!()! 2(&!L58H$I!'(&! $&I%)(&/! ()! *$2%'(-! I(&! NR,(&! I$,'%'$)&! (,!
1)(%N,$,)! 2(+-!(:;-(&&%5,!;$-! 2$!)(I>,%Q+(!'(!&>MZ6S!Z5+&!;5+--%5,&!1N$2(L(,)!I5L;$-(-! 2(&!
;-5;-%1)1&!W5,I)%5,,(22(&!'(&!;>$N5&5L(&!'(&!L58H$I!'(&!$&I%)(&!$*(I!I(+:!'(&!L$I-5;>$N(&!
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'(&! $L<N'$2(&/! )(22(&! Q+(! 2(! ;K! ()! 2$! *%)(&&(! '(! '1N-$'$)%5,! '(&! $,)%NR,(&! (:5NR,(&!
%,)(-,$2%&1&S!!
!
SK <)('%,+1)!(#!&/!*761)$#!>!;B[!%5,1,1T+-'#!6/*!&#$!014B;!
!
Z5+&! $*5,&! L5,)-1! Q+(! 2(&! L58J4! %,'+%&(,)! '(&! 4e_! $+&&%! (WW%I$I(L(,)! Q+(! 2(&! IJ4!
;-1&(,)(&!'$,&!2(&!$L<N'$2(&/!()!I())(!%,'+I)%5,!(&)!'1;(,'$,)(!'(&!2<L;>5I<)(&!e!4JCS!!
J(!,5LX-(+&(&!1)+'(&!5,)!L%&!(,!1*%'(,I(!Q+(!2(&!2<L;>5I<)(&!e!4JC!$+:%2%$%-(&!`5+(,)!+,!-t2(!
;-%L5-'%$2!dans l’induction de CTL. En effet, chez la souris la déplétion ou!l’absence de LT CD4 
$WW(I)(!2$!-1;5,&(!I<)5)5:%Q+(!$,)%8)+L5-$2(!5+!%,W(I)%(+&(!?M%'N(!()!$2S/!@AAhD!?s+L$-$N+-+!()!
$2S/! cBBmD?_+! ()! $2S/! cBBBD?6>-(,'&! ()! $2S/! cB@rDS! _(&! L.L(&! -1&+2)$)&! 5,)! 1)1! 5X&(-*1&! I>(]!
l’homme dans un système allogénique in vitro ?Z%]]52%!()!$2S/!cB@bD!S!Z5&!-1&+2)$)&!-(`5%N,(,)!2(&!
'5,,1(&! '(! 2$! 2%))1-$)+-(/! I$-! 2(&! L58DC et les cDC présentes dans l’amygdale induisent la 
;-52%W1-$)%5,!'(&!2<L;>5I<)(&!e!4Jhk!()!+,(!-1;5,&(!4e_!+,%Q+(L(,)!(,!;-1&(,I(!'(!_e!4JCS!
!
9,!-(*$,I>(/!,5&!-1&+2)$)&!L5,)-(,)!Q+(!2(&!L58H$I/!L$2N-1!2(+-!I$;$I%)1!V!I-5&&8;-1&(,)(-/!,(!
sont pas efficaces pour induire une réponse cytotoxique. Ce résultat peut s’expliquer par 
;2+&%(+-&!><;5)>R&(&!f!@D!2(&!L58H$I/!I5,)-$%-(L(,)!$+:!J4/!,(!;-1&(,)(,)!;$&!(WW%I$I(L(,)!2(&!
$,)%NR,(s aux LT CD4, qui a leur tour, n’exprimeront pas les signaux nécessaires pour activer les 
_e!4Jh!5+!cD!2(&!L58Mac, contrairement aux DC, n’ont pas la capacité de produire les cytokines 
5+!L521I+2(&!'(!I58stimulation nécessaires à l’induction des CTL. !
!
J$,&!,5)-(!1)+'(/!2(&!L1I$,%&L(&!L521I+2$%-(&!%L;2%Q+1&!'$,&! l’induction des CTL par les mo8
DC restent encore à élucider. Néanmoins, plusieurs études ont montré que l’expression de 
4JCB8_!?7I>5(,X(-N(-!()!$2S/!@AAhD?O(,,())!()!$2S/!@AAh=!_+!()!$2S/!cBBBD?_((!()!$2S/!cBBbD/!4Jho!
?P-%22%L$,!()!$2S/!cBBcD/!4JrB!?O+225I[!$,'!q$N%)$/!cBBmD?6-(,&!()!$2S/!cBBCD?K(,'-%[&!()!$2S/!cBBbD!
?6>-(,'&! ()! $2S/! cB@rD/! C8@OO_! ?J%(>2! ()! $2S/! cBBcD! ()! '(&! I<)5[%,(&! d_c! ?7)(%N(-! ()! $2S/!
@AAmD?O+>2L$,,!()! $2S/!@AAAD?E$,&&(,!()! $2S/! cBBbD?n%22%$L&!()! $2S/!cBBoD/! d_8@c! ?O%$,I>%! ()! $2S/!
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@AAA=!4+-)&%,N(-! ()! $2S/!cBBb=!i-+WL$,!$,'!s}--(/! cBBB=!n$,!()! $2S/! cBB@D! ()! d_8@m! ?\>!()! $2S/!
cBBhD!&5,)!(&&(,)%(22(&!;5+-!%,'+%-(!+,(!-1;5,&(!e!I<)5)5:%Q+(&S!!
M1I(LL(,)/!+,(!1)+'(!$!L5,)-1/!I>(]!2$!&5+-%&/!Q+(!2(&!L58DC et les cDC n’expriment pas les 
L.L(&! L521I+2(&! '(! I58&)%L+2$)%5,! ?4>$,N! ()! $2S/! cB@rD. Au cours d’une infection, les cDC 
(:;-%L(,)! W5-)(L(,)! 2(&! L521I+2(&! 4HK8dd/! 4JhB! ()! 4Jho/! )$,'%&! Q+(! 2(&! L58J4! (:;-%L(,)!
W5-)(L(,)!ideM_/!C8@!OO_/!\jCB_!()!4JrB! ?4>$,N!()!$2S/! cB@rD. L’induction de CTL n’a pas été 
'%-(I)(L(,)! 1)+'%1(! '$,&! I(! )-$*$%2/! L$%&! I(&! -1&+2)$)&! &+NNR-(,)! Q+(! 2(&! L58J4! ;5+--$%(,)!
`5+(-!+,!-t2(!%L;5-)$,)/!I5L;21L(,)$%-(!'(&!IJ4/!'$,&!2$!-1N+2$)%5,!'(&!-1;5,&(&!I<)5)5:%Q+(&S!!
!
J(&! )-$*$+:! I>(]! 2$! &5+-%&! 5,)! '1L5,)-1!que lors d’une réactivation du virus herpès simplex 
(HSV), l’activation des lymphocytes T CD8+ mémoires peut être initiée directement dans les 
)%&&+&!;1-%;>1-%Q+(&!;$-! 2(&!L58J4!?n$[%L!()!$2S/!cBBhDS! d2!$!1N$2(L(,)!1)1!'1L5,)-1/!I>(]! 2$!
souris, après inhalation d’une forte dose d’allergène, que les mo8J4!;-1&(,)(,)! (WW%I$I(L(,)!
l’allergène aux LT dans les poumons ?P2$,)%,N$! ()! $2S/! cB@bDS! ! J$,&! 2(&! I$&! '(! *$II%,$)%5,!
%,)-$L+&I+2$%-(!I5,)(,$,)!'(&!$'`+*$,)&/!%2!$!1)1!5X&(-*1!+,!-(I-+)(L(,)!L$&&%W!'(&!L5,5I<)(&!
&+-!2(!&%)(!'(!*$II%,$)%5,/!I5,'+%&$,)!V!+,(!$+NL(,)$)%5,!'+!,5LX-(!'(!L58J4!?_$,N2()!()!$2S/!
cB@cDS! _(&!L58J4!;(+*(,t présenter l’antigène vaccinal aux lymphocytes T  présents dans le 
L+&I2(! ?4$2$X-5! ()! $2S/! cB@@D?s552! ()! $2S/! cBBhD?i%$,,%,%! ()! $2S/! cBBoD?J%'%(-2$+-(,)! ()! $2S/!
cBBAD?H$I_(5'!()!$2S/!cB@@DS!Enfin lors d’une vaccination intra8tumorale avec de l’$,)>-$I<I2%,(/!
Q+%!&)%L+2(!2$!L5-)!'(&!I(22+2(&!I$,I1-(+&(&/!2(&!I(22+2(&!I$,I1-(+&(&!L5-)(&/!2%XR-(,)!'(!206ePS!
L’ATP permet le recrutement des cellules myéloïdes dans les tumeurs et stimule leur 
'%WW1-(,I%$)%5,! (,! I(22+2(&! 4J@@Ik4J@@Xk_<o4>%/! Q+%! ;-1&(,)(&! I(-)$%,(&! I$-$I)1-%&)%Q+(&! '(&!
L58J4/!Q+%!*5,)!%,'+%-(!+,(!-1;5,&(!$,)%8)+L5-$2(!&+-!2(!&%)(!'(!*$II%,$)%5,!?H$!()!$2S/!cB@bDS!
La surexpression d’ ectonucléotidases dans les tumeurs, le blocage des récepteurs purinergiques 
5+!2$!,(+)-$2%&$)%5,!'(!4J@@X/!&+;;-%L(!2$!-1;5,&(!$,)%8)+L5-$2(!induite par l’anthracycline. Ce 
Q+%!&+NNR-(/!Q+(!2(&!4J@@Ik4J@@Xk_<o4>%!'$,&!2(&!)+L(+-&!;-1&(,)(,)!2(&!$,)%NR,(&!)+L5-$+:!
?;-5*(,$,)!'(&!I(22+2(&!)+L5-$2(&!L5-)(&D!$+:!2<L;>5I<)(&!eS!
!
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Ces résultats montrent que, en plus d’exprimer des molécules de co8&)%L+2$)%5,!'%WW1-(,)(&!'(&!
IJ4/!2(&!L58J4!;(+*(,)!%,)(-$N%-!'%-(I)(L(,)!$*(I!2(&!2<L;>5I<)(&!e!'$,&!2(&!)%&&+&!()!%,'+%-(!
ainsi une réponse CTL plus rapide que les cDC. En effet, les cDC, après capture de l’antigène, 
'5%*(,)! L%N-(-! *(-&! 2(&! 5-N$,(&! 2<L;>5g'(&! secondaires pour présenter l’an)%NR,(! $+:!
2<L;>5I<)(&!eS!4(&!'5,,1(&!&+NNR-(,)!Q+(!I(&!'(+:!)<;(&!'(!J4!5,)!+,!-t2(!I5L;21L(,)$%-(S!!
!
9,! $II5-'! $*(I! I(&! '5,,1(&/! ,5+&! $*5,&!L5,)-1! Q+(! 2(&!L58J4! >+L$%,(&! 5,)! 1N$2(L(,)! 2$!
capacité d’induire une réponse cytotoxique dans un contexte inflamm$)5%-(/!$+&&%!(WW%I$I(L(,)!
Q+(!2(&!IJ4!'(&!$L<N'$2(&S!
J(! I(! W$%)/! 2(&! L58J4! &5,)! '(&! I%X2(&! ;5)(,)%(22(&! ;5+-! 2(! '1*(25;;(L(,)! '(! ,5+*($+:!
traitements afin d’induire une réponse CTL efficace ant%8%,W(I)%(+&(!5+!$,)%8)+L5-$2(S!
!
C. "/!%*1$$46*7$#),/,+1)!#,!&#!%/)%#*!
NK 8k&#!(#$!B;!#,!(#!&/!%*1$$46*7$#),/,+1)!(/)$!&/!*761)$#!/),+4,'01*/&#!
P2+&%(+-&! 1)+'(&! &+NNR-(,)! Q+(! 2(&! IJ4@! &5,)! (&&(,)%(22(&! ;5+-! 2$! I-5&&8;-1&(,)$)%5,!
'$,&!2$!-1;5,&(!%LL+,%)$%-(!$,)%8)+L5-$2(S!
!
J$,&!+,!L5'R2(!%,!*%*5!I>(]!2(&!&5+-%&!'1;21)1(&!(,!IJ4@!?!&5+-%&!O$)Wb8l8D/!2(!-(`()!'(!)+L(+-&!
&<,N1,%Q+(&!>$+)(L(,)!%LL+,5NR,(&!(&)!$2)1-1!?K%2',(-!()!$2S/!cBBhD?#+(-)(&!()!$2S/!cB@@DS!!
d2!$!1)1!'1L5,)-1!Q+(!2(&!IJ4@!L+-%,(&!I$;)+-(,)! 2(&!$,)%NR,(&!'%-(I)(L(,)!'$,&!2(&!)+L(+-&!
puis migrent, via CCR7, vers les ganglions lymphatiques où elles présentent l’antigène aux 
2<L;>5I<)(&!e!4Jh!,$%W&!?O-5]!()!$2S/!cB@C=!M5X(-)&!()!$2S/!cB@oDS!
!
P$-!I<)5L1)-%(!(,!W2+:!()!;$-! %L$N(-%(! %,)-$*%)$2(/! %2!$!1N$2(L(,)!1)1!'1L5,)-1/!I>(]!2$!&5+-%&/!
Q+(! 2(&! IJ4@! '$,&! 2(!L12$,5L(! &1I-R)(,)! '(&! I>%L%5[%,(&! )(22(&! Q+(! 4j4_@B/! Q+%! W$*5-%&(! 2$!
L%N-$)%5,! '(&! 2<L;>5I<)(&! e! 4Jh! (WW(I)(+-&! '$,&! 2$! )+L(+-! ?7;-$,N(-! ()! $2S/! cB@rDS! 9,!
-(*$,I>(/!'$,&!2(&!)+L(+-&!L$LL$%-(&!I>(]!2$!&5+-%&/!2(&!IJ4@!(:;-%L(,)!W5-)(L(,)!4j4_A!()!
W$%X2(L(,)!4j4_@BS!J(!;2+&/! +,(!1)+'(! -1I(,)(!L5,)-(!Q+(! 2(! )-$%)(L(,)!;$-! I>%L%5)>1-$;%(!
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combiné à de l’anti8edHb!?(:;-%L1!;$-!2(&!J4/!Q+%!(&)!+,!-1N+2$)(+-!,1N$)%W!'(&!_eD!$+NL(,)(!2$!
&1I-1)%5,!'(!4j4_A!;$-!2(&!IJ4@!()!W$*5-%&(!2$!-1;5,&(!e!4Jh!$,)%8)+L5-$2(!?'(!H%,N5!P+2%'5!()!
$2S/!cB@hDS!
De plus, il a été montré chez l’homme que les cDC1 dans les! )%&&+&! )+L5-$+:! (:;-%L(,)! 2$!
2<L;>5)5:%,(8b/!Q+%!(&)!%L;5-)$,)(!;5+-!2$!W5-L$)%5,!'(&!&)-+I)+-(&!2<L;>5g'(&!)(-)%$%-(&!?e_7/!
(,-%I>%&!(,!2<L;>5I<)(&!eD!$+!,%*($+!'(&!&%)(&!)+L5-$+:!?J%(+8Z5&`($,!()!$2S/!cBBh=_$*%,!()!$2S/!
cB@rDS!
4(&!-1&+2)$)&!&+NNR-(,)!Q+(!2(&!IJ4@!Ihez l’homme, comme chez la souris, ont un rôle clé dans 
2$!-1;5,&(!$,)%8)+L5-$2(S!
!
J(!;2+&/!%2!$!1)1!L5,)-1!Q+(!2(&!%,)(-W1-5,&!'(!)<;(!d!&5,)!%L;2%Q+1&!'$,&!2(!-(`()!'(!2$!)+L(+-!
;$-!2(+-&!(WW()&!&+-!2(&!IJ4@!'$,&!2(&!N$,N2%5,&!2<L;>$)%Q+(&!'-$%,$,)!2$!)+L(+-!?J%$L5,'!()!$2S/!
cB@@=! #+(-)(&! ()! $2S/! cB@@DS! 9,! (WW()/! 2(&! %,)(-W1-5,&! '(! )<;(! d! ;(+*(,)! $L12%5-(-! 2$! I-5&&8
;-1&(,)$)%5,!(,!'%L%,+$,)!2$!'1N-$'$)%5,!'(!20$,)%NR,(!'$,&!2(&!I5L;$-)%L(,)&!(,'5I<)$%-(&!()!
(,!W$*5-%&$,)!2$!&+-*%(!'(&!IJ4@!?_5-(,]%!()!$2S/!cB@@DS!
!
!
PK 9%2/66#0#),!(#$!,'0#'*$!/'T!*761)$#$!>!%5,1,1T+-'#$!
J(! ,5LX-(+&(&! 1)+'(&! 5,)! L5,)-1! Q+(! 2(&! I(22+2(&! )+L5-$2(&! I-1(,)! +,!
microenvironnement leur permet d’échapper au système immunitaire, et en particulier aux 
-1;5,&(&! e! I<)5)5:%Q+(&S! _(&! W$I)(+-&! &52+X2(&! '1-%*1&! '(&! )+L(+-&! &(LX2(,)! &+;;-%L(-!
$I)%*(L(,)! 2$! W5,I)%5,! ,5-L$2(! '(&! J4! ()! 2(+-! -(I-+)(L(,)! '$,&! 2(! L%I-5(,*%-5,,(L(,)!
)+L5-$2! ?F(N2%$!$,'!i$X-%25*%I>/!cB@rDS!J$,&!+,!L5'R2(!'(!I$,I(-!'+! &(%,/! %2! $!1)1!'1L5,)-1!
Q+(! 20d_8@B!&1I-1)1!;$-! 2(&!L$I-5;>$N(&! %,>%X(! 2$!;-5'+I)%5,!'0d_8@c!;$-!IJ4@!'$,&!2$!)+L(+-/!
$2)1-$,)! 2(+-! I$;$I%)1! V! %,'+%-(! '(&! -1;5,&(&! e! 4Jhk! &;1I%W%Q+(&! '(! 20$,)%NR,(S! 9,! (WW()/!
20(:;-(&&%5,! '(! 20d_8@c! ()! 2(&! -1;5,&(&! $,)%8)+L5-$2(&! &5,)! -(&)$+-1(&! I>(]! '(&! &5+-%&! )-$%)1(&!
$*(I!+,!$,)%I5-;&!X25Q+$,)!2(!-1I(;)(+-!'(!20d_8@B!?d_8@BMD!?M+WW(22!()!$2S/!cB@CDS!
!
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4>(]! 2(&!;$)%(,)(&!$))(%,)&!'(!I$,I(-!'+!&(%,/! 2(&!J4!'+!&$,N!;-1&(,)(,)!N1,1-$2(L(,)!
un phénotype immature, qui empêche l’activation des LT ?F(--5,R&(!()!$2S/!cB@oDS!!
Chez l’homme et chez la souris, il a été démontré que d$,&! 2(&! )+L(+-&/! 2$! H$)-%:!
L()$225;-5)(%,$&(! c! ?HHP8cD! &)%L+2(! 2(! -1I(;)(+-! e_Mc/! I(! Q+%! entraine l’inhibition de! 2$!
&1I-1)%5,!'0d_8@c!;$-!2(&!J4!()!l’inhibition de 2$!'%WW1-(,I%$)%5,!'(&!I(22+2(&!e!$+:%2%$%-(&!?e>@D/!()!
W$*5-%&(! 2$! '%WW1-(,I%$)%5,! '(&! I(22+2(&! e! ;-58)+L5-%NR,(&! e>c! ?i5'(W-5<! $,'!O>$-'a$`/! cB@c=!
i5'(W-5<!()!$2S/!cB@C/!cB@C=!i5,]$2(]8i+N(2!()!$2S/!cB@oDS!!
!
J(! ;2+&/! chez l’homme, l0(:;-(&&%5,! '$,&! 2(! L%I-5(,*%-5,,(L(,)! )+L5-$2! '(! I<)5[%,(&!
&+;;-(&&%*(&! )(22(&! Q+(! 2(! W$I)(+-! '(! I-5%&&$,I(! (,'5)>12%$2! *$&I+2$%-(! ?F9i#D! ?n$22%,! ()! $2S/!
cB@oD/!H47#!?4>5I[$2%,N$L!$,'!i>5&>/!cB@CD!()!I>(]!2$!&5+-%&!=!ei#8!?4>(,!$,'!n$>2/!cBBcD!()!
d_8@B! ?H$,,%,5!()!$2S/!cB@mD! %,>%X(! 2$!'%WW1-(,I%$)%5,!()! 2$!L$)+-$)%5,!'(&!J4/!$2)1-$,)!$%,&%! 2$!
'%WW1-(,I%$)%5,! '(&! I(22+2(&! e! (,! _e! e>@S! 4(&! I<)5[%,(&! &+;;-(&&%*(&! %,'+%&(,)! 1N$2(L(,)!
20(:;-(&&%5,! '(! 20%,'52($L%,(! c/b8'%5:<N1,$&(! ?dJ\D! ;$-! 2(&! L58J4! >+L$%,(&! ?iH47#ld_CD!
?H$-)%!()!$2S/!cB@CD!()!'(!PJ_@!;$-!2(&!J4!L+-%,(&!?75,N!()!$2S/!cB@CD/!W$*5-%&$,)!$%,&%!20$,(-N%(!
'(&! 2<L;>5I<)(&! e! ()! 2$! '%WW1-(,I%$)%5,! '(&! I(22+2(&! e! (,! e-(N! ?i>%-%,N>(22%! ()! $2S/! cBBmDS! 4(&!
W$I)(+-&!&+;;-(&&%W&!;(+*(,)!$+&&%!(L;.I>(-!2$!L%N-$)%5,!'(&!J4!'(!2$!)+L(+-!*(-&!2(&!\_7/!5p!
(22(&!$I)%*(,)!2(&!_e!?n(X(-!()!$2S/!cBBmDS!!
!
_(! L%I-5(,*%-5,,(L(,)! )+L5-$2! ;(+)! 1N$2(L(,)! L5'%W%(-! 2(&! *5%(&! L1)$X52%Q+(&! '(&!
cellules immunitaires pour échapper au système immunitaire. Chez l’homme et chez la souris, il 
$!1)1!'1L5,)-1!Q+(!2(!L%I-5(,*%-5,,(L(,)!)+L5-$2!(,)-$%,(!+,(!$II+L+2$)%5,!'(!2%;%'(&!'$,&!
2(&!J4/!$WW(I)$,)!2(+-!I$;$I%)1!V!I-5&&8;-1&(,)(-!2(&!$,)%NR,(&!)+L5-$+:!$+:!_e!?4+X%225&8M+%]!()!
$2S/! cB@mD?e<+-%,! ()! $2S/! cB@@D?i$5! ()! $2S/! cB@mD?K(-X(-! ()! $2S/! cB@BDS! J(! ;2+&/! 2(!
L%I-5(,*%-5,,(L(,)!)+L5-$2!;(+)!(,)-$%,(-!+,!&)-(&&!'$,&!2(!M9!'(&!J4!()!+,(!$+NL(,)$)%5,!
de l’expression du facteur de transcription XBP8@/! I(! Q+%! %,>%X(! 2$! I$;$I%)1! '(&! J4! V! I-5&&8
;-1&(,)(-!()!V!$I)%*(-!2(&!_e!?4+X%225&8M+%]!$,'!i2%LI>(-/!cB@o=!4+X%225&8M+%]!()!$2S/!cB@mDS!!
!
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9,W%,/! 20><;5:%(! '$,&! 2(! L%I-5(,*%-5,,(L(,)! )+L5-$2! (,)-$%,(! +,(! $II+L+2$)%5,! (:I(&&%*(!
d’$'1,5&%,(! '$,&! 2(&! J4S! _(! -t2(! ;><&%525N%Q+(! '(! 20$'1,5&%,(! (&)! '(! -1'+%-(! 20%,W2$LL$)%5,!
`+&Q+0V! I(! Q+(! 20>5L15&)$&%(! &5%)! -1)$X2%(S! 4(;(,'$,)/! chez l’homme %2! $! 1)1! '1L5,)-1! Q+(!
l’adénosine s’accumule dans les DC! '(! 2$! )+L(+-/! W$*5-%&$,)! 2$! ;-5'+I)%5,! '(! I<)5[%,(&!
%LL+,5&+;;-(&&%*(&!()!20(:;-(&&%5,!'’dJ\!?q5+,N!()!$2S/!cB@CD/!I(!Q+%!%,>%X(!2$!I$;$I%)1!'(&!J4!
V!I-5&&8;-1&(,)(-!()!V!$I)%*(-!2(&!_e!?H(225-!$,'!H+,,/!cBBb=!H+,,!()!$2S/!cBBcD!?*$,!O$-(,!$,'!
F$,!'(,!9<,'(/!cB@mDS!
!
e5+&!I(&!-1&+2)$)&!'1L5,)-(,)!Q+(!2(&!J4/!;$-!2(+-!I$;$I%)1!V!I-5&&8;-1&(,)(-!()!V!;-5'+%-(!
'(&!I<)5[%,(&/!&5,)!;-%L5-'%$2(&!;5+-!%,'+%-(!+,(!-1;5,&(!e!4Jh!I<)5)5:%Q+(!$,)%8)+L5-$2(S!_(!
L%I-5(,*%-5,,(L(,)! )+L5-$2!$WW(I)(! 2$! W5,I)%5,,$2%)1! ()! 2$! I$;$I%)1!'(&!J4!V! I-5&&8;-1&(,)(-!
2(&! $,)%NR,(&! $+:! _e! 4Jhk! ()! V! 2(&! &)%L+2(-/! ;$-! 2$! ;-5'+I)%5,! (:I(&&%*(! '(! I<)5[%,(&!
&+;;-(&&%*(&!5+!(,!L5'%W%$,)!les voies métaboliques dans les DC. C’est pourquoi cibler les DC en 
%LL+,5)>1-$;%(! -(;-1&(,)(! +,(! &)-$)1N%(! ;-5L())(+&(! ;5+-! 2(! '1*(25;;(L(,)! '(! ,5+*($+:!
*$II%,&!$,)%8)+L5-$+:S!H%(+:!I5L;-(,'-(!2(&!L1I$,%&L(&!L521I+2$%-(&!%L;2%Q+1&!'$,&!2$!I-5&&8
;-1&(,)$)%5,!'(&!J4!>+L$%,(&!(&)!'5,I!(&&(,)%(2!;5+-!L$,%;+2(-!2$!-1;5,&(!4e_!%,'+%)(!;$-!2(&!
J4/!Q+(!`(!'1*(25;;(-$%!'$,&!I())(!'(-,%R-(!;$-)%(S!!
!
D. <00')1,27*/6+#!%1),*#!&#!%/)%#*!
6+! I5+-&! '(&! '(-,%R-(&! $,,1(&/! 2(! '1*(25;;(L(,)! '(! *$II%,&! I%X2$,)! 2(&! J4! $! I5,,+! +,(!
*1-%)$X2(! (:;$,&%5,S! 4(&! ,5+*($+:! *$II%,&! ;-(,,(,)! (,! I5L;)(! 2$! &+;;-(&&%5,! %LL+,%)$%-(!
%,'+%)(!;$-! 2(!L%I-5(,*%-5,,(L(,)! )+L5-$2! ()! 2(&! I5,,$%&&$,I(&! $IQ+%&(&! &+-! 2(&!L1I$,%&L(&!
L521I+2$%-(&!%L;2%Q+1&!'$,&!2$!I-5&&8;-1&(,)$)%5,!;$-!2(&!J4S!
!
9,!I5,&1Q+(,I(/!2(!'1*(25;;(L(,)!'(!,5+*($+:!*$II%,&!*%&(!V!f!
NX!?,+0'&#*!&/!0/,'*/,+1)!(#$!B;!N-wI(!V!'(&!2%N$,'&!'(&!-1I(;)(+-&!e_M!?)(2&!Q+(!P52<!d!f4/!_P7D!
?Z$;52%)$,%!()!$2S/!cBBmD/!'(&!I<)5[%,(&!?eZ#8α, IL18β, IL8o/!d#Z8α, IFN8γ) ou des molécules de co8
&)%L+2$)%5,! ?4JCB_D! ?H$! $,'! 42$-[/! cBBADS! 4())(! &)%L+2$)%5,! %,'+%)! +,(! $+NL(,)$)%5,! '(!
l’expression des molécules du CMH8dl4HK8dd!L$%&!1N$2(L(,)!'(&!L521I+2(&!'(! I58&)%L+2$)%5,!
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?4Jho!=!4JrBD?O+225I[!$,'!q$N%)$/!cBBm=!P-%22%L$,!()!$2S/!cBBcD/! 2$!&1I-1)%5,!'(!I<)5[%,(&/!)(22(&!
Q+(!d_8@c!()!d#Z!g!()!20(:;-(&&%5,!'(!-1I(;)(+-&!'(!I>%L%5[%,(&!)(2&!Q+(!44Mr!?O+>2L$,,!()!$2S/!
@AAA=!E$,&&(,!()!$2S/!cBBb=!7)(%N(-!()!$2S/!@AAm=!n%22%$L&!()!$2S/!cBBoD!Q+%!&5,)!,1I(&&$%-(&!;5+-!
%,'+%-(!+,(!-1;5,&(!e!4Jh!I<)5)5:%Q+(!?\[$'$!()!$2S/!cB@@DS!
PX! Optimiser la forme de l’antigène. 4>(]! 2$! &5+-%&/! %2! $! 1)1! 5X&(-*1! Q+(! 2(! )-$%)(L(,)! '(&!
$,)%NR,(&! )+L5-$+:! ! $*(I! '(! 2’acide hypochloreux (HPO) entraîne une augmentation de la 
I$;)+-(! ()! '(! 2$! I-5&&8;-1&(,)$)%5,! '(&! $,)%NR,(&! *$II%,$+:! ;$-! 2(&! J4/! I5,'+%&$,)! V! +,(!
-1;5,&(! e! 4Jh! I<)5)5:%Q+(! &;1I%W%Q+(! ?4>%$,N! ()! $2S/! cB@bDS! Y,(! $+)-(! 1)+'(! I>(]! 2$! &5+-%&!
L5,)-(!Q+(!2$!*$II%,$)%5,!$*(I!'(&!I(22+2(&!!)+L5-$2(&!%--$'%1(&!Q+%!&1I-R)(,)!'+!iH847#/!%,'+%)!
l’activation et la maturation des DC, favorisant leur capacité à cross8présenter l’antigène 
)+L5-$2!?42$,I<8e>5L;&5,!()!$2S/!cB@b=!_((!()!$2S/!cB@mXDS!!
QX!F6,+0+$#*!&/!%/6,'*#!(#$!/),+OR)#$!
_(&!$,)%NR,(&!)+L5-$+:!I5+;21&!V!'(&!$,)%I5-;&!I5,)-(!2(&!-1I(;)(+-&!'0(,'5I<)5&(!)(2&!Q+(!2(&!
-1I(;)(+-&! '(! 2(I)%,(! '(! )<;(! 4! ?7I>-(%X(2)! ()! $2S/! cB@cD/! J948cBm! ?7$2+`$! ()! $2S/! cB@CD/! 2(&!
-1I(;)(+-&! '+! L$,,5&(! ()! 4JCB! ?O($))<! ()! $2S/! cB@@D! &5,)! ;2+&! &+&I(;tibles d’être cross8
;-1&(,)1&!I5,)-$%-(L(,)!$+:!$,)%NR,(&!&52+X2(&S!9,!(WW()/! %2!$!1)1!'1L5,)-1!Q+(! 2(&!J4!I-5&&8
;-1&(,)(,)!(WW%I$I(L(,)! 2(&!$,)%NR,(&! )+L5-$+:!I5+;21&!$*(I!+,(!;-5)1%,(!'(!W+&%5,!'(!J948
cBm! ()! %,'+%)! +,(! -1;5,&(! %LL+,%)$%-(! $,)%8)+L5-$2(! X($+I5+;! ;2+&! W5-)(! Q+(! 2(&! $,)%NR,(&!
&52+X2(&!V!'(&!'5&(&!&)$,'$-'!X($+I5+;!;2+&!12(*1(!?@BBB!W5%&D!?O5,%W$]!()!$2S/!cBBc/!cBBCDS!_(&!
L.L(&! -1&+2)$)&! 5,)! 1)1! 5X&(-*1! $*(I! '(&! *$II%,&! I5L;-(,$,)! '(&! $,)%I5-;&! I5,)-(! 2(&!
-1I(;)(+-&!$+:!L$,,5&(!()!4JCB! ?H$I-%!()!$2S/!cB@o=!Z%L$,5,N!()!$2S/!cB@r=!e>5L;&5,!()!$2S/!
cB@mDS!
!
P$-! I5,&1Q+(,)/! 2(&! L1)>5'(&! *%&$,)! V! $+NL(,)(-! 2$! I-5&&8;-1&(,)$)%5,! '(&! $,)%NR,(&! '(&!
I(22+2(&! )+L5-$2(&! ;$-! 2(&! J4! 5,)! '(&! $*$,)$N(&! ;5+-! 20%LL+,5)>1-$;%(! '+! I$,I(-/! (,!
$+NL(,)$,)!2(&!-1;5,&(&!e!I<)5)5:%Q+(&S!4(;(,'$,)/!2(&!*$II%,&!Q+%!*%&(,)!V!$+NL(,)(-!2$!I-5&&8
présentation en agissant directement sur ses mécanismes intracellulaires n’ont pas encore été 
'1*(25;;1&S!
!
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\+)-(!2$!I$;$I%)1!'(&!J4!V!I-5&&8;-1&(,)(-!;5+-!%,'+%-(!+,(!-1;5,&(!4e_/!2$!I-5&&8;-1&(,)$)%5,!
;(+)!1N$2(L(,)!I5,'+%-(!V!2$!)521-$,I(!?IW!P$-)%(!dd/!m!-1N+2$)(+-&!'(!2$!I-5&&8;-1&(,)$)%5,D/!I(!
Q+%! ;5+--$%)! .)-(! (:;25%)1! ;5+-! +,! X1,1W%I(! )>1-$;(+)%Q+(S! 9,! (WW()/! l’inhibition de la cross8
;-1&(,)$)%5,!;$-!'(&!$N(,)&!)>1-$;(+)%Q+(&!Q+%!$WW(I)(,)!2$!'1N-$'$)%5,!'(&!$,)%NR,(&!?K(-*1!()!
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Summary 
 
After entering tissues, monocytes differentiate into cells that share functional features 
with either macrophages or dendritic cells (DC). How monocyte fate is directed towards 
monocyte-derived macrophages (mo-Mac) or monocyte-derived DC (mo-DC) and which 
transcription factors control these differentiation pathways remains unknown. Using a novel in 
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vitro culture model, yielding human mo-DC and mo-Mac closely resembling those found in vivo 
in ascites, we show that IRF4 and MAFB are critical regulators of monocyte differentiation into 
mo-DC and mo-Mac, respectively. Activation of the aryl hydrocarbon receptor (AHR) promotes 
mo-DC differentiation through the induction of BLIMP-1, while impairing differentiation into 
mo-Mac. AhR deficiency also impairs the in vivo differentiation of mouse mo-DC. Finally, AHR 
activation correlates with mo-DC infiltration in leprosy lesions. These results establish that mo- 
DC and mo-Mac are controlled by distinct transcription factors, and show that AHR acts as a 
molecular switch for monocyte fate specification in response to micro-environmental factors. 
 
 
Introduction 
 
Mononuclear phagocytes are divided into three groups: macrophages, monocytes and 
DC. Macrophages derive from embryonic precursors whose differentiation is strongly imprinted 
by the micro-environment (Gosselin et al., 2014; Haldar et al., 2014; Lavin et al., 2014; Okabe 
and Medzhitov, 2014). By contrast, classical DC derive from pre-committed precursors that 
follow a pre-determined developmental program primed at an early stage, independently of their 
tissue of residence (Breton et al., 2016; Schlitzer et al., 2015). When entering tissues, monocytes 
can differentiate into either macrophages or DC (Mildner et al., 2013; Segura and Amigorena, 
2013). Whether mo-DC and mo-Mac represent variations of one highly plastic cell type or 
distinct bona fide lineages remains unclear (Guilliams et al., 2014). In addition, what 
environmental cues drive monocyte fate towards mo-Mac versus mo-DC and what molecular 
regulators orchestrate this process remains to be established. 
In mouse models, mo-DC and mo-Mac appear during inflammation but are also found in 
the steady-state at mucosal sites such as intestine and skin (Bain et al., 2014; Mildner et al., 
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2013; Segura and Amigorena, 2013; Tamoutounour et al., 2013). There is strong experimental 
evidence that the same scheme applies to humans. Monocyte-derived cells are found in the 
steady-state in human skin (McGovern et al., 2014). In inflammatory conditions, monocyte 
recruitment was observed in the gut of inflammatory bowel disease patients (Grimm et al., 
1995), in cantharidin-induced skin blisters (Jenner et al., 2014) and in the nasal mucosa of 
subjects with induced allergic rhinitis (Eguiluz-Gracia et al., 2016). Inflammatory macrophages 
and DC have been described in atopic dermatitis (Wollenberg et al., 1996), Crohn's disease (Bain 
et al., 2013; Kamada et al., 2008), psoriasis (Zaba et al., 2009), allergic rhinitis (Eguiluz-Gracia 
et al., 2016), rheumatoid arthritis and tumor ascites (Segura et al., 2013). Transcriptomic analysis 
showed that ascites DC share gene signatures with in vitro-generated monocyte-derived cells, 
supporting the idea that these DC represent tissue mo-DC (Segura et al., 2013). 
We hypothesized that transcription factors differentially expressed between human mo- 
DC and mo-Mac may be involved in their differentiation from monocytes. We identified 
candidate transcription factors by comparative transcriptomic analysis, and established a new 
model of human monocyte differentation to test the role of these candidates. We found that IRF4 
and MAFB are required for mo-DC and mo-Mac differentiation, respectively. We also show that 
AHR is essential for driving monocyte differentiation towards mo-DC. Finally, we validated the 
role of AHR in mo-DC differentiation in vivo in a mouse model and by analyzing clinical data 
from leprosy patients. 
 
Results 
 
Establishment of a culture model for human monocyte differentiation 
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To address the ontogeny of human monocyte-derived cells, we first searched for 
transcription factors that are differentially expressed between monocytes, ascites mo-DC and 
ascites mo-Mac. Using our transcriptomic data (Segura et al., 2013), we established a list of 
candidates (table S1). To test their role, we turned to an in vitro model of monocyte 
differentiation. Current culture models yield either mo-DC or mo-Mac depending on cytokines 
used. By contrast, we needed a model that would mimic the differentiation of monocytes into 
mo-DC and mo-Mac in the same environment. We therefore established a new in vitro system 
enabling the differentiation of both mo-DC and mo-Mac in the same culture. 
M-CSF and its receptor are essential for mo-DC and mo-Mac differentiation in vivo 
during inflammation in mice (Davies et al., 2013; Greter et al., 2012), and M-CSFR is highly 
expressed on human mo-DC and mo-Mac found in vivo (McGovern et al., 2014; Segura et al., 
2013). Therefore, we designed a cytokine cocktail based on M-CSF or IL-34, the two ligands of 
M-CSFR. We also included IL-4, a cytokine known to induce the expression by cultured 
monocytes of CD1 molecules, which are highly expressed on ascites mo-DC (Segura et al., 
2013). Finally, we added TNFα, a major mediator of inflammation. Culturing human blood 
CD14+ monocytes with M-CSF, IL-4 and TNFα or IL-34, IL-4 and TNFα yielded in the same 
culture two main populations expressing CD16 or CD1a, and displaying a typical macrophage or 
DC morphology, respectively (fig.1A and fig.S1A). Only CD1a+ cells could efficiently induce 
allogeneic naive CD4+ T cell proliferation (fig.1B and fig.S1B), confirming that they were bona 
fide DC. We then characterized the properties of cultured mo-DC and mo-Mac compared to that 
of ascites mo-DC and mo-Mac. Both mo-DC and mo-Mac secreted IL-6 after stimulation with 
CD40L, but only mo-DC secreted IL-23 (fig.1C and fig.S1C), similar to what we observed with 
ascites cells (Segura et al., 2013). Phenotypic comparison of mo-DC and mo-Mac differentiated 
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with M-CSF, or IL-34, IL-4 and TNFa with ascites mo-DC and mo-Mac showed similar 
expression for various surface markers (fig.1D and fig.S1D), except for CD14 which is down- 
regulated upon culture. CD14+ monocytes were routinely isolated by positive selection using 
magnetic beads with 90-95% purity, contaminating cells being CD14+CD16+ monocytes. To 
address whether the presence of CD14+CD16+ monocytes could influence the culture outcome, 
we isolated highly pure CD14+ monocytes by cell sorting. The absence of contaminating 
CD14+CD16+ monocytes did not impact monocyte differentiation into both mo-DC and mo-Mac 
(fig.S1E). In addition, CD16+ monocytes (isolated using magnetic beads) had a low survival rate 
and did not maintain CD16 expression in culture (fig.S1F), suggesting that potential 
contaminating CD16+ monocytes had a negligeable effect on the final proportions of mo-DC and 
mo-Mac. Of note, monocytes differentiated with GM-CSF and IL-4, a widely used culture 
system, yielded only CD1a+ mo-DC (fig.S1G). The phenotype of mo-DC derived with GM-CSF 
and IL-4, with or without TNFa (fig.1D and fig.S1H), was less similar to that of ascites mo-DC. 
When stimulated with a TLR7/8 ligand (R848) and an endogenous danger signal (uric acid 
cristals), mo-DC differentiated with M-CSF, or IL-34, IL-4 and TNFa secreted high levels of 
inflammatory cytokines (IL-1b and IL-6) (fig.S1I), consistent with the secretory ability of ascites 
mo-DC (Segura et al., 2013). Of note, mo-DC differentiated with GM-CSF and IL-4 were less 
efficient for the secretion of IL-1b and IL-6, although they secreted TNFa and CXCL10 at 
similar levels as mo-DC differentiated with M-CSF, or IL-34, IL-4 and TNFa (fig.S1I). 
To determine whether these populations had a stable phenotype over time, we sorted 
CD1a-CD16- cells, mo-DC and mo-Mac after 5 days of culture and re-cultured them separately 
with M-CSF, IL-4 and TNFa (fig.1E). After 2 days of re-culture, the phenotype of CD1a-CD16- 
cells, mo-DC or mo-Mac remained stable based on the expression of CD16, CD163 and CD1a. 
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After 4 days of re-culture, only CD1a-CD16- cells and mo-Mac were still viable, and their 
phenotype was largely unchanged (fig.S1J). These results show that mo-DC and mo-Mac are 
maintained as stable populations over the course of the culture, and that mo-DC or mo-Mac do 
not emerge from CD1a-CD16- cells at later time points. To address whether a single monocyte 
could give rise to both mo-DC and mo-Mac in our culture model, we stained monocytes with a 
proliferation dye and analyzed cell proliferation after 5 days. As a positive control, we stimulated 
monocytes with the mitogen phytohaemagglutin-L (PHA-L), which induced the proliferation of a 
portion of monocytes. Monocytes did not proliferate in the culture (fig.1F), suggesting that there 
is a precursor-product relationship between a single monocyte and a single mo-DC, or mo-Mac, 
progeny. 
Finally, to complete the characterization of our culture model, we compared the 
transcriptome of cell-sorted mo-DC and mo-Mac differentiated with M-CSF, or IL-34, IL-4 and 
TNFa with that of cell-sorted ascites mo-DC and mo-Mac, blood CD14+ monocytes, blood 
CD1c+ DC and mo-DC differentiated with GM-CSF and IL-4. Supervised analysis of the micro- 
array data showed differential expression for selected phenotypic markers as expected (fig.S2A). 
Comparative transcriptomic analysis showed that mo-Mac and mo-DC differentiated with M- 
CSF, IL-4 and TNFa were highly similar to those differentiated with IL-34, IL-4 and TNFa 
(fig.1G). In addition, these in vitro-generated mo-Mac and mo-DC clustered close to ascites mo- 
Mac and mo-DC respectively, while the transcriptome of mo-DC differentiated with GM-CSF 
and IL-4 was closer to that of blood CD1c+ DC (fig.1G). These results show that our culture 
system yields mo-DC and mo-Mac populations that closely resemble mo-DC and mo-Mac 
present in human tumor ascites. For the rest of the study, we used monocytes cultured with M- 
CSF, IL-4 and TNFa as a model to analyze monocyte-derived cell differentiatio
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IRF4 and MAFB are essential for the development of mo-DC and mo-Mac 
 
To refine our list of candidates for the differentiation of monocyte-derived cells (table 
S1), we removed transcription factors that are not expressed or not differentially expressed in in 
vitro-derived mo-DC versus in vitro-derived mo-Mac (fig.2A). We selected for further validation 
two candidates, IRF4 and MAFB, previously proposed to be involved in the development of a 
subset of mouse classical DC (Murphy et al., 2015), and in macrophage differentiation (Kelly et 
al., 2000) respectively. IRF4 and MAFB were differentially expressed in mo-DC versus mo-Mac, 
both in vitro and in vivo (fig.S2B). In addition, we confirmed the differential expression of IRF4 
and MAFB in blood monocytes, ascites mo-DC and ascites mo-Mac at the protein level (fig.2B). 
IRF4 and MAFB were expressed early during the culture both at the mRNA (fig.2C) and protein  
levels (fig.2D), consistent with their  possible  role  as  master  regulator  transcription factors. 
To address the role of IRF4, we silenced its expression by infecting monocytes at the start of  
the culture with lentiviral vectors containing shRNA against IRF4, or control shRNA 
(fig.2E). Inhibition of IRF4 expression induced a dramatic reduction of mo-DC while 
maintaining the mo-Mac population (fig.2F). We used a similar strategy to analyze the role of 
MAFB (fig.2G). Silencing of MAFB resulted in a strong decrease in mo-Mac and an increase in 
mo-DC differentiation (fig.2H). Analysis of additional phenotypic markers confirmed the 
disappearance of mo-DC or mo-Mac from the culture, rather than the mere down-regulation of 
CD1a or CD16 expression (fig.S2C-D). These results show that IRF4 and MAFB are essential for 
mo-DC and mo-Mac development, respectively. 
 
Monocytes are not heterogeneous for the expression of mo-DC gene signatures 
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These results could be explained either by the presence of two distinct precursor 
populations or by the existence among blood CD14+ monocytes of two transcriptionnally primed 
populations that would be pre-committed to become mo-DC or mo-Mac (Schlitzer et al., 2015). 
To address the heterogeneity of CD14+ monocytes, we performed single-cell RNA-seq on CD14+ 
monocytes from 2 donors isolated using magnetic beads. Cell purity as assessed by flow 
cytometry was 93% and 95% respectively (fig.S3A). We generated single-cell transcriptomes 
using a droplet-based method enabling 3’ mRNA counting (Zheng et al., 2017). To evaluate the 
heterogeneity of CD14+ monocytes, we clustered cells using a graph-based approach with the 
Seurat package, which combines dimensionality reduction and graph-based partitioning 
algorithms for unsupervised clustering (Satija et al., 2015). For vizualisation of the cell clusters, 
we used t-Distributed Stochastic Neighbor Embedding (t-SNE) (fig.3A and fig.S3B). We found 
two clusters, one of which represents around 25% of total cells and corresponds to cells 
expressing FCGR3A (encoding CD16), higher levels of MHC class II molecules and several 
genes preferentially expressed in CD14+CD16+ and CD16+ monocytes including IFITM2 and 
IFITM3 (fig.S3C) (Villani et al., 2017; Wong et al., 2011). In addition to contaminating 
CD14+CD16+ monocytes, some of these cells may correspond to CD14+ monocytes en route to 
differentiating into CD14+CD16+ monocytes (Patel et al., 2017). To address the potential 
heterogeneity of the CD16- cluster, we performed a second analysis excluding cells from the 
CD16+ cluster (fig.3B and fig.S3B). We did not detect subgroups of transcriptionally distinct 
cells within the CD16- cluster, confirming that the CD14+ monocyte population is likely 
homogeneous, as previously reported (Villani et al., 2017). To confirm these results, we sought 
to address whether subpopulations of monocytes displayed transcriptional similarity with mo-DC 
or mo-Mac. Because of the limited number of genes detected per cell in our analysis (average of 
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1185), we interrogated published single-cell RNA-seq data obtained using the Smart-seq2 
approach (Villani et al., 2017), characterized by a lower number of cells analyzed but a higher 
number of genes per cell (average of 5326). We defined gene signatures for mo-DC and mo-Mac 
using our transcriptomic data by identifying genes that were (i) more expressed in ascites mo-DC 
than in blood monocytes, (ii) more expressed in ascites mo-DC than in ascites mo-Mac, and (iii) 
more expressed in in vitro-derived mo-DC than in in vitro-derived mo-Mac (and vice-versa for 
mo-Mac) (Table S2). We then queried genes with at least a 2-fold change. Among these, 35 
genes for mo-DC and 35 genes for mo-Mac were expressed in the single-cell RNA-seq data set. 
While none of the monocytes expressed the mo-DC signature, the mo-Mac signature was 
partially expressed by all monocyte subsets (fig.3C for the classical subset definition and fig.S3D 
for the revised subset definition (Villani et al., 2017)). We also assessed the expression of 
selected genes that could be involved in determining monocyte fate, including receptors for the 
cytokines used in our model (CSF1R, IL4R, TNFRSF1A), candidate transcription factors (IRF4, 
MAFB, AHR) or genes recently proposed to distinguish “DC-biased” monocytes in the mouse 
(FLT3, SPI1) (Menezes et al., 2016) (fig.3D for the classical subset definition and fig.S3E for the 
revised subset definition). While IRF4 was not expressed by monocytes, MAFB was detected in 
all monocyte subsets. We conclude that human CD14+ monocytes are not heterogeneous in their 
expression of mo-DC transcriptional signature. While monocytes do not contain a subpopulation 
that would be pre-committed towards mo-DC differentiation, they all express a partial mo-Mac 
gene signature, including MAFB, suggesting a default differentiation pathway towards mo-Mac 
if no other environmental triggers are encountered. 
 
 
AHR is a molecular switch for monocyte fate 
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Given that monocytes do not seem to be transcriptionally primed, we then hypothesized 
that environmental signals play a major role in driving monocyte fate. Among candidate 
transcription factors (fig.2A), we identified AHR, a ligand-activated transcription factor sensing 
tryptophan catabolites and metabolites generated by dietary intake, UV exposure, or microbiota 
(Stockinger et al., 2014). AHR was differentially expressed by mo-DC and mo-Mac at the 
mRNA (fig.S2B) and protein levels (fig.2B). 
To address the role of AHR, we first inhibited its expression by targeted knock-down 
using lentiviral vectors (fig.4A). AHR silencing reduced mo-DC differentiation while slightly 
increasing mo-Mac (fig.4B). Because culture medium contains small amounts of AHR ligands 
(Veldhoen et al., 2009) and AHR knock-down was incomplete (fig.4A), we sought to confirm 
these results using a different approach. We cultured monocytes in the presence of various doses 
of a natural AHR agonist (6-Formylindolo(3,2-b)carbazole, FICZ) or an AHR inhibitor 
(stemregenin-1, SR1) and assessed mo-DC and mo-Mac differentiation. AHR activation by FICZ 
increased mo-DC while decreasing mo-Mac development (fig.4C). Conversely, AHR inhibition 
by SR1 increased mo-Mac while decreasing mo-DC proportions (fig.4C). Of note, the phenotype 
of FICZ-treated mo-DC or SR1-treated mo-Mac was similar to that of untreated cells (fig.S4A- 
B), while the phenotype of CD1a-CD16- cells remained unchanged (fig.S4C). These results 
suggest that AHR is a molecular switch for mo-DC versus mo-Mac differentiation. 
To decipher how AHR shapes monocyte fate, we assessed IRF4 and MAFB expression in 
monocytes after 3h of culture with various combinations of M-CSF, IL-4, TNFa, SR1 and FICZ 
(fig.4D and fig.S5A). We also analyzed the expression of CYP1A1, a known direct target of 
AHR (Stockinger et al., 2014), as a control for AHR activation (fig.S5A). IL-4 induced IRF4 
expression, as previously reported (Lehtonen et al., 2005). This induction was inhibited in the 
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presence of SR1, indicating that IRF4 expression is dependent on AHR signaling, presumably in 
response to small amounts of AHR ligand from the culture medium. However, IRF4 is not 
induced in the presence of FICZ alone. The expression of IL-4-induced IRF4 was further 
increased in the presence of TNFa and with FICZ. By contrast, MAFB expression was induced 
by culture medium alone, and further increased by M-CSF (fig.4D). AHR signaling had no 
significant impact on MAFB expression at this time point. To address whether quantities of 
mRNA expressed per cell or proportions of expressing cells were regulated by these signals, we 
analyzed the expression of IRF4 and MAFB mRNA at the single-cell level using fluorescent in 
situ hybridization coupled to flow cytometry (fig.4E). After 3h of culture, monocytes 
upregulated MAFB in response to M-CSF, but in the presence of IL-4 and TNF-a, the proportion 
of MAFB-expressing monocytes was dramatically reduced while a distinct population of IRF4- 
expressing monocytes appeared, which was further increased in the presence of FICZ. These 
results show that external signals polarize monocytes towards mo-DC versus mo-Mac 
differentiation. In line with this, increasing concentrations in the culture of IL-4 (fig.S5B) or 
TNFa (fig.S5C) increased the proportion of mo-DC while reducing that of mo-Mac. In addition, 
the effect of FICZ on the culture outcome was strongly diminished in the absence of TNFa 
(fig.S5D). These results indicate that IL-4, TNFa and AHR signaling synergize for IRF4 
induction and mo-DC differentiation. Collectively, these results suggest the existence of a default 
differentiation pathway into mo-Mac, which can be switched to mo-DC differentiation in 
response to IL-4, TNFa and AHR ligands. 
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AHR acts through BLIMP-1 
 
AHR activation triggers an autoregulatory feedback loop that restricts AHR signaling to a 
short timeframe (Stockinger et al., 2014). Therefore, we hypothesized that the effect of AHR 
activation on monocyte differentiation may be mediated by additional molecular regulators. In our 
differential transcriptomic analysis, we looked for transcription factors that could be induced by 
AHR activation based on literature (table S1). We identified PRDM1 (encoding BLIMP-1) as a 
candidate. Studies on cell lines have suggested that PRDM1 is a target of AHR (De Abrew et al., 
2010; Ikuta et al., 2010). To analyze whether PRDM1 was induced by AHR signaling in 
monocytes, we measured PRDM1 expression during the early stages of monocyte culture in the 
presence or absence of FICZ or SR1 (fig.5A). We found that PRDM1 was rapidly induced upon 
AHR activation within 3 hours, suggesting that PRDM1 is a target of AHR. At the protein level, 
BLIMP-1 expression peaked during the first 24h of the culture then decreased (fig.5B). To 
address whether PRDM1 was involved in monocyte differentiation, we knocked-down PRDM1 
expression using shRNA (fig.5C). PRDM1 silencing significantly decreased mo-DC 
differentiation, while increasing the proportion of mo-Mac (fig.5D). To confirm that the effect of 
AHR was mediated by PRDM1, we silenced its expression in monocytes cultured in the presence 
or absence of FICZ (fig.5E). PRDM1 silencing abolished the promotion of mo-DC differentiation 
by FICZ, while the proportion of mo-Mac was not fully restored to the level observed in control 
cells in the absence of FICZ. These results suggest that BLIMP-1 is essential for AHR-induced 
mo-DC differentiation. 
 
 
AHR is involved in mo-DC differentiation in vivo in the mouse 
 
To address the physiological relevance of our findings, we analyzed the role of AhR in 
mo-DC and mo-Mac differentiation in vivo in the mouse. In the steady-state dermis, mo-DC and 
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mo-Mac continuously differentiate in situ from monocytes recruited to the skin (Tamoutounour 
et al., 2013). Five populations of macrophage/monocyte-related cells have been described in 
mouse skin: dermal monocytes, mo-DC at an early stage of differentiation, fully differentiated 
mo-DC, MHC class II+ macrophages (which contain a majority of mo-Mac) and resident MHC 
class II- macrophages (Tamoutounour et al., 2013). Transcriptomic analysis showed that AhR and 
Irf4 are more expressed in mo-DC than in macrophages, while MafB was more expressed in 
macrophages (fig.S6A, GEO accession code GSE49358), consistent with our findings in human 
monocyte-derived cells. In AhR-deficient mice, the proportion of skin mo-DC was decreased as 
compared to wild type (WT) littermates, while the proportion of MHC class II+ macrophages 
were increased (fig.6A-B and fig.S6B). Proportions of other skin DC subsets and of monocyte 
subsets in the spleen were similar between AhR-deficient and WT mice (fig.S6C-D). To confirm 
these findings, we increased AhR ligand availability in vivo by feeding mice with an 
experimental diet enriched for indole-3-carbinole (I3C), which is converted into an AhR ligand 
by stomach acids (Bjeldanes et al., 1991). In mice fed with I3C-supplemented diet, mo-DC were 
significantly increased and MHC class II+ macrophages were decreased in the skin compared to 
mice fed with a control diet (fig.6C). These results show that AhR is involved in the in vivo 
differentiation of dermal mo-DC. 
Recently, Irf4 was shown in the mouse to be involved in the differentiation of a 
population of peritoneal and pleural MHC II+CD226+ monocyte-derived cells, proposed to be 
mo-Mac (Kim et al., 2016). However, our results identify CD226 as a marker of human mo-DC, 
both in vitro and in ascites (fig.1D). To determine the identity of mouse MHC II+CD226+ 
monocyte-derived cells, we isolated them from the peritoneal lavage of C57BL/6 mice, and 
compared their morphology to that of ICAM2+ peritoneal macrophages (fig.6D). MHC 
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II+CD226+ cells display a typical DC morphology, distinct from that of bona fide ICAM2+ 
macrophages. Consistent with this, MHC II+CD226+ cells do not express the macrophage marker 
MerTK (fig.S6E) and CD226 is highly expressed by dermal mo-DC, but not by dermal 
macrophages (fig.S6A). These results identify Irf4-dependent MHC II+CD226+ cells as mo-DC. 
As previously reported (Kim et al., 2016), this population of peritoneal mo-DC is decreased upon 
antibiotics treatment (fig.6E). Antibiotics induce the loss of intestinal bacteria species that are a 
major source of endogenous AhR ligand (Zelante et al., 2013). To address whether the decrease 
of peritoneal mo-DC upon antibiotics treatment was AhR-dependent, we fed antibiotics-treated 
mice with a I3C-supplemented or control diet, and analyzed cells from the peritoneal lavage 
(fig.6E). Supplementation in AhR ligand restored mo-DC differentiation in antibiotics-treated 
mice almost up to normal levels. 
Collectively, these results show that AhR activation in response to environmental stimuli 
has a key role in driving monocyte fate towards mo-DC in vivo. 
 
 
AHR activation correlates with the presence of mo-DC in leprosy lesions 
 
Finally, to put these findings in the context of human disease, we assessed AHR signaling 
and monocyte-derived cells presence in leprosy lesions, that contain granulomas in which 
monocytes are constantly recruited (Russell et al., 2009; Schreiber and Sandor, 2010). We 
analyzed published micro-array data from lepromatous (L-lep) and tuberculoid (T-lep) leprosy 
lesions (GEO accession code GSE17763). Patients with L-lep lesions display poor 
immunological responses against Mycobacterium leprae, the causative agent of leprosy, while 
patients with T-lep lesions have strong anti-M. leprae T cell responses. We first defined “AHR 
agonist” and “AHR antagonist” gene signatures based on publicly available transcriptomic data 
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(Di Meglio et al., 2014) (table S3). To assess whether AHR signaling was active in leprosy 
lesions, we performed Gene Set Enrichment Analysis (GSEA) (fig.7A and fig.S7A). We found 
that the “AHR agonist” signature was enriched in T-lep lesions, while the “AHR antagonist” 
signature was enriched in L-lep lesions. Consistent with this, AHRR and CYP1A1, which are 
upregulated upon AHR activation (Stockinger et al., 2014), were highly expressed in T-lep 
lesions while IFIT1, which is down-regulated by AHR (Di Meglio et al., 2014), was more 
expressed in L-lep lesions (fig.S7B). These results suggest that the AHR pathway was 
preferentially activated in T-lep lesions. To address the presence of mo-Mac and mo-DC, we 
performed GSEA using our gene signatures (table S2). The mo-DC signature was enriched in T- 
lep lesions, while the mo-Mac signature was enriched in L-lep lesions (fig.7A-B). By contrast, 
gene signatures of human Langerhans cells, skin CD1c+ DC or dermal macrophages (from 
(Carpentier et al., 2016)) were not enriched in either dataset (fig.S7A). Consistent with these 
results, MERTK, CD163 and FCGR3A (encoding CD16) were more expressed in L-lep lesions 
and CD1A, CD1B and FCER1A were more expressed in T-lep lesions (fig.S7B). These results 
suggest that mo-DC are more abundant in T-lep lesions while mo-Mac are more numerous in L- 
lep lesions. This is in line with previous work showing the absence of CD1a+CD1b+CD1c+ DC in 
L-lep lesions (Sieling et al., 1999) and the increased presence of CD163+ macrophages in L-lep 
lesions (Montoya et al., 2009). Collectively, these results show that AHR activation correlates 
with the selective presence of mo-DC in L-lep lesions. 
 
 
Discussion 
 
In this work, we identify transcription factors involved in the differentiation of 
monocytes either into mo-Mac (MAFB) or into mo-DC (IRF4, AHR, BLIMP-1). These results 
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show that mo-DC and mo-Mac do not represent different states of polarized monocytes, but 
rather are distinct lineages controlled by two different sets of molecular regulators. Several 
studies have evidenced that monocyte differentiation into mo-DC or mo-Mac is context- 
dependent (Bain et al., 2013; Zigmond et al., 2012). Here we identify micro-environmental cues 
that shape monocyte fate. Our results suggest that, in the presence of M-CSF, monocytes 
differentiate into mo-Mac by default, unless they are exposed to certain cytokines (IL-4 and 
TNFa) in conjunction with AHR ligands, promoting mo-DC differentiation. 
Our conclusions are primarily based on the use of an in vitro human monocyte 
differentiation model, but are reinforced by the validation of our main finding in vivo in a mouse 
model and the correlation between AHR activation and mo-DC presence in leprosy lesions. In 
addition, BLIMP-1 and IRF4 were identified in both mouse and human as preferentially 
expressed in intestinal CD103+CD11b+ DC (a proposed mo-DC population), and mice deficient 
for Blimp-1 in DC displayed a strongly reduced population of CD103+CD11b+ DC in the 
intestine (Watchmaker et al., 2014), further supporting the physiological relevance of our 
findings. 
It was suggested that mouse monocytes can be separated into two subpopulations that are 
pre-committed to become mo-Mac in response to pathogens or mo-DC in response to GM-CSF 
(Menezes et al., 2016). Using two different datasets of single-cell RNA-seq, we could not 
identify distinct subpopulations of mo-DC and mo-Mac precursors within human CD14+ 
monocytes. This is consistent with a recent single-cell RNA-seq analysis showing that mouse 
Ly6C+ and Ly6C- monocytes are not heterogeneous at the transcriptomic level (Mildner et al., 
2017). Our results show that all monocyte subsets express a partial mo-Mac transcriptomic 
signature, but cues from the micro-environment can drive monocyte fate towards mo-DC or mo- 
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Mac. One hypothesis to explain how the same signals can induce different outcomes within a 
transcriptionally homogeneous population could be the stochastic heterogeneity in chromatin 
accessibility (Buenrostro et al., 2015). 
MafB is highly expressed by all mouse macrophage populations except for lung 
macrophages (Gautier et al., 2012). Based on in vitro over-expression in myeloid progenitor 
cells, MafB has been proposed to induce macrophage differentiation (Bakri et al., 2005; Kelly et 
al., 2000). However, subsequent work showed that MafB is dispensable both in vivo and in vitro 
for murine macrophage differentiation from fetal progenitors (Aziz et al., 2006), suggesting that 
MafB is not essential for the initial stages of differentiation of embryonic-derived macrophages. 
MafB is rather involved in their terminal differentiation by repressing self-renewal genes (Aziz 
et al., 2009). Whether MafB is important for the differentiation of mouse macrophages in an 
inflammatory setting remains to be addressed. 
Irf4 is preferentially expressed by mouse CD11b+ DC. Whether it is required for their 
development, or rather their migration and survival, remains unclear (Murphy et al., 2015). We 
show that IRF4 is essential for human mo-DC differentiation, and its expression in human 
monocytes is induced by IL-4 in an AHR-dependent way. This is consistent with previous work 
showing IRF4 expression upon culture with IL-4 in human and mouse monocytes(Briseno et al., 
2016; Lehtonen et al., 2005). In addition, Irf4-/- mouse monocytes cultured with GM-CSF and IL-
4 fail to differentiate into mo-DC, but rather become mo-Mac (Briseno et al., 2016), supporting 
the idea of a default differentiation pathway into mo-Mac. We also show that mouse Irf4-
dependent peritoneal monocyte-derived cells, initially described as mo-Mac (Kim et al., 2016), 
actually correspond to mo-DC, based on their morphology and phenotype. 
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Previous evidence suggests a major role for AhR in the control of inflammatory 
responses, in particular through its action on Th17 cell development and innate lymphoid cells 
homeostasis (Stockinger et al., 2014). Our work highlights an additional level of control by AhR 
ligands, by switching monocyte differentiation towards mo-DC, which are major producers of 
IL-23 and inducers of Th17 cells (Segura et al., 2013). Natural AhR ligands are derived from 
dietary intake (Bjeldanes et al., 1991) or produced through tryptophan catabolism at mucosal 
barriers (Fritsche et al., 2007; Zelante et al., 2013). AhR ligands can circulate throughout the 
body as evidenced by the regulation of astrocyte activity by microbiota-derived AhR ligands 
(Zelante et al., 2013), or the presence in milk of AhR ligands derived from the maternal 
microbiota (Gomez de Aguero et al., 2016). 
Several studies have evidenced a deleterious role of monocyte-derived cells in 
pathological situations. mo-DC induce pathogenic T cells that mediate tissue damage in mice 
models of autoimmune or inflammatory diseases such as experimental autoimmune 
encephalomyelitis (Croxford et al., 2015) and colitis (Zigmond et al., 2012). Human 
“inflammatory” mo-DC likely contribute to the pathogenesis in Crohn's disease, rheumatoid 
arthritis and psoriasis through the secretion of high levels of IL-23 and the induction of Th17 
cells (Kamada et al., 2008; Segura et al., 2013; Zaba et al., 2009), two major players in the 
pathogenesis of these diseases. In tumors, mo-Mac play a central role in the suppression of anti- 
tumoral immune responses (Noy and Pollard, 2014). Monocyte-derived cells have therefore 
emerged in the past few years as attractive therapeutic targets (Getts et al., 2014; Leuschner et 
al., 2011). By enabling a better understanding of the molecular ontogeny of human monocyte- 
derived cells, our results should provide new opportunities for the therapeutic manipulation of 
monocyte differentiation. 
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Figure legends 
 
Fig. 1. Monocytes cultured with MCSF, IL-4 and TNFa yield DC and macrophages that 
closely resemble inflammatory DC and macrophages found in vivo. (A-F) CD14+ monocytes 
isolated by positive selection using magnetic beads were cultured with MCSF, IL-4 and TNFa 
for 5 days. (A) Cell-sorted CD1a+ and CD16+ cells were analyzed after cytospin and 
Giemsa/May-Grünwald staining. Bar=10 mm. N=5. (B) Cell-sorted CD1a+ and CD16+ cells were 
cultured with allogeneic naive CD4 T cells for 6 days. Number of T cells having divided is 
shown. Mean +/- SEM (n=5). (C) Cell-sorted mo-DC (CD1a+ cells) and mo-Mac (CD16+ cells) 
were cultured for 24 hours with or without dimerized CD40-L. IL-23 secretion was analyzed by 
ELISA and IL-6 secretion by CBA. Each symbol represents an individual donor (n=14). (D) 
CD14+ monocytes were cultured with MCSF, IL-4 and TNFa, or GM-CSF and IL-4. Cells were 
analyzed by flow cytometry and compared to ascites mo-DC and mo-Mac. Grey shaded 
histograms represent isotype control stainings. N=6. (E) Cell-sorted CD1a-CD16- cells, mo-DC 
and mo-Mac were re-cultured with MCSF, IL-4 and TNFa, and analyzed by flow cytometry after 
2 days. Grey shaded histograms represent isotype control stainings. N=8. (F) Monocytes were 
stained with a proliferation dye and cultured with or without phytohaemagglutin-L (PHA-L). 
Percentage of cells having divided. N=6. (G) Transcriptomic analysis of cell-sorted DC and 
macrophages differentiated in MCSF, IL-4 and TNFa (n=6), in IL-34, IL-4 and TNFa (n=6), DC 
differentiated in GM-CSF and IL-4 (n=6), DC and macrophages from tumor ascites (n=5), blood 
CD14+ monocytes (n=4) and blood CD1c+ DC (n=4). Principal component analysis on the 1000 
most variant genes. See also Figure S1. 
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Fig. 2. IRF4 and MafB are essential for mo-DC and mo-Mac differentiation. (A) Volcano 
plot showing the fold change and significance of transcription factor genes between ascites mo- 
DC and mo-Mac. Genes not expressed in in vitro-generated mo-DC or mo-Mac were filtered out. 
Adjusted p values determined by differential expression analysis. (B) Cell-sorted ascites mo-DC 
and mo-Mac, and blood CD14+ monocytes (Mono) were analyzed by Western Blot. N=4. (C) 
CD14+ monocytes were cultured with MCSF, IL-4 and TNFa for 3h, 6h, 12h or 24h, or 
processed directly after isolation (0). IRF4 and MAFB expression were analyzed by RT-qPCR in 
total cells. Each color represents an individual donor (n=5). (D) CD14+ monocytes were cultured 
with MCSF, IL-4 and TNFa for 5 days. Total cells were lyzed at different days and analyzed by 
Western Blot. N=5. (E-H) Monocytes were infected at day 0 with lentivirus containing sh RNA 
against IRF4 (E-F), or MAFB (G-H), or control sh RNA. After 5 days of culture, cells were 
analyzed by Western Blot (E and G), or by flow cytometry (F and H). (E and G) Silencing 
quantified based on Western Blot stainings. (F and H) Proportions of DC and macrophages in the 
culture at day 5. Each symbol represents an individual donor (F n=6, H n=8). *p<0.05, **p<0.01. 
See also Figure S2. 
 
 
Fig. 3. Monocytes are not heterogeneous for the expression of mo-DC and mo-Mac gene 
signatures. (A-B) CD14+ monocytes isolated by positive selection using magnetic beads were 
analyzed by single-cell RNA-seq using a drop-seq approach. Colors represent unbiased 
clustering from graph-based clustering. Each dot represents an individual cell from one donor. T- 
SNE analysis of individual cells for (A) total cells (n=424) or (B) CD16- cells only (n=320). (C- 
D) Cell-sorted monocyte and DC populations from blood were analyzed by single-
cell RNA-seq using a Smart-seq2 approach. (C-D) Heat map of scaled expression 
(log values of transcripts per 
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million) of signature genes for mo-DC and mo-Mac (C) and selected genes (D). See also Figure 
S3. 
 
 
Fig. 4. AHR is a molecular switch for mo-DC versus mo-Mac differentiation. (A-B) CD14+ 
monocytes were infected at day 0 with lentivirus containing sh RNA against AHR, or control sh 
RNA. After 5 days of culture, cells were analyzed by Western Blot (A) or by flow cytometry (B). 
(A) Silencing quantified based on Western Blot stainings. (B) Proportions of DC and 
macrophages in the culture at day 5. Each symbol represents an individual donor (n=6). *p<0.05. 
(C) Monocytes were cultured with MCSF, IL-4 and TNFa for 5 days, in the presence of various 
concentrations of FICZ (AHR agonist) or SR1 (AHR inhibitor). Proportions of DC and 
macrophages at day 5. Each symbol represents an individual donor (n=10 for FICZ and n=8 for 
SR1). (D-E) CD14+ monocytes were analyzed directly after isolation, or were cultured for 3h in 
medium alone or with various combinations of MCSF, IL-4, TNFa, FICZ or SR1. (D) Relative 
expression of IRF4 and MAFB measured by RT-qPCR. Box plots representing the 5-95 
percentile (n=6). (E) Expression of IRF4 and MAFB at the single cell level was measured by 
fluorescent in situ hybridization coupled to flow cytometry. Proportions of IRF4+ and MAFB+ 
cells. Each symbol represents an individual donor (n=6). *p<0.05, **p<0.01, ***p<0.001. See 
also Figure S4 and S5. 
 
 
Fig. 5. AHR acts on mo-DC differentiation through BLIMP-1. (A) CD14+ monocytes were 
cultured with MCSF, IL-4 and TNFa for 3h, 6h, 12h or 24h in the presence or absence of FICZ 
or SR1, or processed directly after isolation (0). PRDM1 expression measured by RT-qPCR. 
Each color represents an individual donor (n=5). (B) Monocytes were cultured with MCSF, IL-4 
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and TNFa for 5 days. Total cells were lyzed at different days and analyzed by Western Blot. 
N=4. (C-E) Monocytes were infected at day 0 with lentivirus containing sh RNA against 
PRDM1, or control sh RNA. After 5 days of culture, cells were analyzed by Western Blot (C) or 
by flow cytometry (D-E). (C) Silencing quantified based on Western Blot stainings. (D) 
Proportions of DC and macrophages in the culture at day 5. Each symbol represents an 
individual donor (n=8). *p<0.05. **p<0.01. (E) Cells were cultured in presence or absence of 62 
pM FICZ. Proportions of DC and macrophages in the culture at day 5. Each symbol represents 
an individual donor (n=6). *p<0.05. 
 
 
Fig. 6. AhR is involved in mo-DC differentiation in vivo in the mouse. (A-C) Ear skin from 
individual AhR-/- mice or WT littermates (A-B), or C57BL/6 mice fed with an experimental diet 
supplemented or not with indole-3-carbinol (I3C) (C), was digested to prepare single-cell 
suspensions. After gating on live CD45+CD3-NK1.1-CD19-Ly6G-CD24-CD11b+ cells, cells were 
separated into 5 subsets based on the expression of Ly6C, CD64, MHC II and CCR2. (A) One 
representative AhR-/- and WT mouse is shown. (B-C) Proportions of monocytes, early mo-DC, 
mo-DC, MHC II+ macrophages and resident MHC II- macrophages among Ly6C+ or CD64+ 
cells. Each symbol represents an individual mouse (B n=9 in 2 independent experiments, C n=12 
in 2 independent experiments).*p<0.05, **p<0.01. (D-E) Cells from the peritoneal lavage were 
analyzed by flow cytometry. After gating on live CD115+CD11b+ cells, cells were separated into 
MHCII+CD226+ cells and ICAM2+MHCII- cells. (D) Cell-sorted cells were analyzed after 
cytospin and Giemsa/May-Grünwald staining. Bar=10 mm. Representative of 2 independent 
experiments. (E) C57BL/6 mice fed with an experimental diet supplemented or not with I3C, and 
treated or not with a cocktail of antibiotics. Percentage of MHCII+CD226+ mo-DC among 
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CD115+CD11b+ cells is shown. Each symbol represents an individual mouse (n=6 in 2 
independent experiments).*p<0.05, **p<0.01, ****p<0.0001. See also Figure S6. 
 
 
Fig. 7. AHR activation correlates with high expression of mo-DC signature genes in leprosy 
lesions. Gene expression data from lepromatous (L-lep, n=7) or tuberculoid (T-lep, n=10) 
leprosy lesions was extracted from publicly available micro-array data (GSE17763). Gene set 
enrichment analysis (GSEA) analysis was performed on comparisons of L-lep versus T-lep for 
selected gene signatures. (A) Schematic BubbleGUM map of GSEA analysis. Red bubbles 
indicate enrichment in L-lep and blue bubbles enrichment in T-lep data sets. Strength of 
enrichment is represented by normalized enrichment score (NES). Significance of enrichment is 
represented by the false discovery rate (FDR). ns=not significant. (B) Gene set enrichment plot 
for mo-DC and mo-Mac gene signatures. See also Figure S7. 
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STAR Methods 
 
CONTACT FOR REAGENT AND RESOURCE SHARING 
 
Further information and requests for resources and reagents should be directed to and will be 
fulfilled by the Lead Contact, Elodie Segura (elodie.segura@curie.fr). 
EXPERIMENTAL MODEL AND SUBJECT DETAILS 
 
Human samples. Samples of ovarian or breast tumor ascites from untreated patients were 
obtained from Hôpital de l’Institut Curie (Paris) in accordance with hospital guidelines. Ovarian 
cancer ascites were used for transcriptomic analysis, and both ovarian and breast cancer ascites 
were used for flow cytometry. Buffy coats from healthy donors were obtained from 
Etablissement Français du Sang (Paris) in accordance with INSERM ethical guidelines. 
According to French Public Health Law (art L 1121-1-1, art L 1121-1-2), written consent and 
IRB approval are not required for human non-interventional studies. 
Mice. AhR-/- mice (B6.129-Ahrtm1Gonz/Nci) have been described previously (Fernandez-Salguero 
et al., 1995), and were kindly provided by X.Coumoul (INSERM UMR_S1124, Université René 
Descartes, Paris, France). AhR-/- mice and WT littermates were maintained under specific 
pathogen-free conditions at the animal facility of INSERM UMR_S1124 in accordance with 
institutional guidelines. AhR-/- female mice and WT female littermates were sacrificed at age 7-9 
weeks. C57BL/6 female mice were maintained under specific pathogen-free conditions at the 
animal facility of Institut Curie in accordance with institutional guidelines. In some experiments, 
C57BL/6 mice were maintained on a purified diet (AIN-93M, Safe diets) supplemented or not 
with 200 p.p.m. indole-3-carbinol (Sigma) for at least 4 weeks, starting when the mice were 3 
weeks-old. In some experiments, C57BL/6 mice were treated orally during 2-3 weeks with 
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antibiotics (Sigma) in drinking water: vancomycin (0.5 g/L), neomycin (1 g/L), ampicillin (1 
g/L) and metronidazole (1 g/L). Antibiotics activity was confirmed by macroscopic changes 
observed at the level of caecum. All animal procedures were in accordance with the guidelines 
and regulations of the French Veterinary Department. 
METHOD DETAILS 
 
Monocyte isolation and culture. Peripheral Blood Mononuclear Cells (PBMC) were prepared 
by centrifugation on a Ficoll gradient (Lymphoprep, Greiner Bio-One). Blood CD14+ monocytes 
were isolated from healthy donors’ PBMC by positive selection using magnetic beads (Miltenyi). 
Monocytes were 95-98% CD14+CD16- as assessed by flow cytometry. In some experiments, 
monocytes were isolated on a cell sorter (Aria, BD Biosciences) after staining PBMC with APC- 
eFluor780 anti-HLA-DR (eBioscience, clone LN3), Pe/Cy7 anti-CD11c (Biolegend, clone 
Bu15), PE anti-CD14 (BD Biosciences, clone M5E2) and APC anti-CD16 (Biolegend, clone 
3G8). In some experiments, CD16+ monocytes were isolated from PBMC using CD16+ 
monocytes selection kit (Miltenyi). Monocytes (1´106 cells/mL) were cultured for 5 days in 
RPMI-Glutamax medium (Gibco) supplemented with antibiotics (penicillin and streptomicin) 
and 10% Fetal Calf Serum in the presence or absence of 100 ng/mL M-CSF (Miltenyi), 100 
ng/mL IL-34 (R&D Biotechne), 100 ng/mL GM-CSF (Miltenyi), 40 ng/mL IL-4 (Miltenyi) and 
5 ng/mL TNF-a (R&D Biotechne). Cytokines were added only at the start of the culture, and 
medium was not refreshed during the course of the culture. Cell populations were isolated by cell 
sorting on a FACSAria instrument (BD Biosciences). In some experiments, monocytes were 
cultured in the presence of various concentrations of Stemregenin-1 (Cayman chemicals) or 6- 
Formylindolo(3,2-b)carbazole (FICZ) (Enzo Life Sciences). In some experiments, monocytes 
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were stained with Cell Trace Violet (Thermo Fisher Scientific) prior to culture, and cultured in 
the presence or absence of 2 mg/mL PHA-L (Sigma). 
Flow cytometry. Cells were stained in PBS containing 0.5% human serum and 2mM EDTA 
with APC anti-CD1a (Biolegend, clone HI149) or APC-Vio770 anti-CD1a (Miltenyi, clone 
HI149) or PE-Vio770 anti-CD1a (Miltenyi, clone HI149), FITC or APC anti-CD16 (Biolegend, 
clone 3G8), APC-eFluor780 anti-HLA-DR (eBioscience, clone LN3), Pe/Cy7 anti-CD11c 
(Biolegend, clone Bu15), PerCP-eFluor710 anti-CD1c (eBioscience, clone L161) or APC anti- 
CD1c (Biolegend, clone L161), PE anti-CD11b (BD Biosciences, clone M1/70), PE anti-FceRI 
(eBioscience, clone AER-37), Alexa647 anti-CD206 (Biolegend, clone 15-2), PE anti-CD163 
(Biolegend, clone GHI/61), APC anti-CD226 (Miltenyi, clone DX11), APC anti-MerTK (R&D 
Biotechne, clone 125518), PE anti-CD141 (Miltenyi, clone AD5-14H12), PE anti-CD88 
(Biolegend, clone S5/1), APC anti-CD1b (eBioscience, clone eBioSN13), PE anti-CD64 
(Biolegend, clone 10.1), PE anti-CD14 (BD Biosciences, clone M5E2), biotinylated anti- 
CD172a (Biolegend, clone SE5A5) followed by staining with APC streptavidin (eBioscience), or 
isotype-matched control antibodies. Cells were analyzed on a FACSVerse (BD Biosciences) or 
MACSQuant (Miltenyi) instrument. Data was analyzed with FlowJo (FlowJo LLC). 
Morphological analysis. Cells were subjected to cytospin and colored with May- 
Grunwald/Giemsa staining (Sigma). Pictures were taken with a CFW-1308C color digital camera 
(Scion Corporation) on a Leica DM 4000 B microscope. 
MLR. Allogeneic CD4+ T cells were isolated from healthy donors’ PBMC by negative selection 
using a naive CD4+ T cell isolation kit (Miltenyi). CD4+ T cells were stained with Cell Trace 
CFSE (Thermo Fisher Scientific) and cultured (5´104 cells/well) with different numbers of 
antigen-presenting cells. After 6 days, T cell proliferation was assessed by flow cytometry. 
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Affymetrix micro-array hybridization. RNA was extracted using the RNAeasy Micro Kit 
(Qiagen) according to the manufacturer’s protocol. For each condition, 100 ng of polysomal- 
bound RNA were employed to synthesize double-stranded cDNA using two successive reverse- 
transcription reactions according to the standard Affymetrix protocol. Labelled DNA was 
hybridized on the Affymetrix human Gene ST1.1, an oligonucleotide 28,000-gene microarray 
processed on an Affymetrix GeneTitan device. 
Affymetrix Microarray Data Analysis. Microarray data were carried out with R (version 3.1.0) 
using packages from the Bioconductor. Raw data CEL files were used and the quality control 
analysis was performed using ArrayQualityMetrics package (Kauffmann et al., 2009). The raw 
data were preprocessed using the RMA (Robust Multi-array Average) method available in oligo 
package (Carvalho and Irizarry, 2010). Gene expression levels were analyzed on a base-2 
logarithmic scale. Moderated t-tests were performed using the limma package (Smyth, 2004) and 
the p-values were corrected for multiple testing with the Benjamini Hochberg method. Probeset 
were considered as statistically differentially expressed if associated adjusted p-value was lower 
than 5%. 
PCA. The analysis was performed in two steps. First, samples were grouped in "in vitro" (IL34 
mo-Mac, IL34 mo-DC, M-CSF mo-Mac, M-CSF mo-DC, GM-CSF mo-DC) or "ex vivo" 
(monocytes, ascites mo-Mac, ascites mo-DC, CD1c+ DC) datasets, and genes which were only 
expressed in one group were excluded from the analysis. In the second step, the Principal 
Component Analysis (PCA) was performed using Ade4 package (Chessel et al., 2004) of the R 
software (version 3.1.0) using 1000 genes expression profiles with the highest interquartile range 
(IQR) values obtained with EMA package (Servant et al., 2010). The two first components of the 
PCA represent 41% of the total variance. The barycenters were calculated in each condition and 
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indicated into the PCA plot. The 95% confidence ellipses were also drawn around the 
barycenters. 
Identification of transcription factors. To identify genes involved in monocyte differentation 
into mo-DC, we have implemented a strategy of analysis that identified the genes that are 
concomitantly (i) up-regulated genes in ascites mo-DC compared to monocytes, (ii) up-regulated 
genes in ascites mo-DC compared to ascites mo-Mac, (iii) up-regulated genes in IL34 mo-DC 
compared to IL34 mo-Mac and (iv) up-regulated genes in M-CSF mo-DC compared to M-CSF 
mo-Mac. After running this pipeline, a list of genes was obtained and we extracted only genes 
coding for transcription factors. The list of transcription factors was downloaded from 
AnimalTFDB website (http://bioinfo.life.hust.edu.cn/AnimalTFDB/). The exact same approach 
was used to identify candidate genes involved in differentation into mo-Mac. 
Single cell RNA-seq library preparation. Cellular suspensions (1700 cells) were loaded on a 
10X Chromium instrument (10X Genomics) according to manufacturer’s protocol based on the 
10X GEMCode proprietary technology. Single-cell RNA-Seq libraries were prepared using 
Chromium Single Cell 3’ v2 Reagent Kit (10X Genomics) according to manufacturer’s protocol. 
Briefly, the initial step consisted in performing an emulsion where individual cells were isolated 
into droplets together with gel beads coated with unique primers bearing 10X cell barcodes, UMI 
(unique molecular identifiers) and poly(dT) sequences. Reverse transcription reactions were 
engaged to generate barcoded full-length cDNA followed by the disruption of emulsions using 
the recovery agent and cDNA clean up with DynaBeads MyOne Silane Beads (Thermo Fisher 
Scientific). Bulk cDNA was amplified using a GeneAmp PCR System 9700 with 96-Well Gold 
Sample Block Module (Applied Biosystems) (98 °C for 3 min; cycled 14 × : 98 °C for 15 s, 
67 °C for 20 s, and 72 °C for 1 min; 72 °C for 1 min; held at 4 °C). Amplified cDNA product was 
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cleaned up with the SPRI select Reagent Kit (Beckman Coulter). Indexed sequencing libraries 
were constructed using the reagents from the Chromium Single Cell 3’ v2 Reagent Kit, 
following these steps: (1) fragmentation, end repair and A-tailing; (2) size selection with SPRI 
select; (3) adaptor ligation; (4) post ligation cleanup with SPRI select; (5) sample index PCR and 
cleanup with SPRI select beads. Library quantification and quality assessment was performed 
using Qubit fluorometric assay (Invitrogen) with dsDNA HS (High Sensitivity) Assay Kit and 
Bioanalyzer Agilent 2100 using a High Sensitivity DNA chip (Agilent Genomics). Indexed 
libraries were equimolarly pooled and sequenced on an Illumina HiSeq2500 using paired-end 
26x98bp as sequencing mode. Using a full Rapid flow cell, a coverage around 100M reads per 
sample (around 1000 cells) were obtained corresponding to 100,000 reads/cell. 
Single-cell RNA-seq data analysis. Single-cell expression data used in figures 3 A-B and S3 A- 
C was analyzed using the Cell Ranger Single Cell Software Suite (v1.3.1) to perform quality 
control, sample de-multiplexing, barcode processing, and single-cell 3′ gene counting (Zheng et 
al., 2017). Sequencing reads were aligned to the UCSC hg19 transcriptome using the Cell 
Ranger suite with default parameters. A total of 856 single cells were analyzed, from two 
different donors. The samples consisted of 425 and 431 cells. Each sample was normalized 
separately. Mean raw reads per cell were 289,807 and 320,866 respectively. Further analysis was 
performed in R (v3.3) using the Seurat package (v1.4.0.14) (Satija et al., 2015). The gene-cell- 
barcode matrix of the samples was log-transformed and filtered based on the number of genes 
detected per cell (any cell with less than 400 genes per cell was filtered out). Regression in gene 
expression was performed based on the number of unique molecular identifiers (UMI) and the 
percentage of mitochondrial genes. Only genes detected in at least 10 cells were included. Cells 
were then scaled to a total of 1e4 molecules. Any cell with more than 10% of mitochondrial UMI 
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counts was filtered out. Altogether, 424 and 429 cells were kept for statistical analysis. To reduce 
data dimensionality, 2089 and 2127 variable genes were selected based on their expression and 
dispersion (expression cut-off = 0.0125, and dispersion cut-off = 0.5). PCA was run on the 
normalized gene-barcode matrix. Barnes-hut approximation to t-SNE (van der Maaten, 2013) 
was then performed on the first 30 principal components to visualize cells in a two-dimensional 
space. The first 30 principal components were used for the t-SNE projection and clustering 
analysis using the Elbow Plot approach. Clusters were identified using the “Find_Clusters” 
function in Seurat with a resolution parameter of 0.6. This graph-based clustering method relies 
on a clustering algorithm based on shared nearest neighbor (SNN) modularity optimization. 
Unique cluster-specific genes were identified by running the Seurat « Find_All_Markers » 
function using default parameters. Names for Cluster 1 and 2 were assigned based on FCGR3A 
(encoding CD16) expression levels. Heatmaps were plotted using Seurat. 
Single-cell expression data used in figures 3 C-D and S3 D-E was obtained from GEO 
GSE94820 (supplementary file: 
GSE94820_raw.expMatrix_DCnMono.discovery.set.submission.txt.gz) and analysis was 
performed with the Seurat R package following the methodology described in (Villani et al., 
2017). Briefly, (1) low-quality cells (requiring a minimum of 3000 expressed genes, where a 
gene is considered expressed if it has non-zero read count in at least 3 cells) and contaminating 
cells (basophils detected as in (Villani et al., 2017)) were filtered out, and DoubleNeg cells were 
excluded from the analysis in 3 C-D; (2) heatmaps were used to visualize scaled (z-score) gene 
expression level (log2(TPM+1)) of gene sets of interest, either grouping cells according to the 
classical subset definitions (fig.3C-D) or according to the revised subset definition (fig.S4 D-E) 
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(Villani et al., 2017), where the purple-yellow color scheme corresponds to z-score distribution, 
from –2.5 to 2.5. 
GSEA analysis. GSEA analysis were performed using published gene signatures for Langerhans 
cells, skin CD1c+ DC and dermal macrophages (Carpentier et al., 2016), AHR agonist and 
antagonist signatures from (Di Meglio et al., 2014), and has been performed with the default 
parameters except for the number of permutations that we fixed at n = 10000 and the number of 
min gene at n = 8. 
Western blot. Cells were lysed in RIPA buffer (Thermo Scientific) supplemented with 
cOmplete Mini EDTA-free protease inhibitor cocktail (Roche). Post-nuclear lysates were 
resolved by SDS-PAGE using 4-12% BisTris NuPAGE gels (Invitrogen) and proteins were 
transferred to membranes (Immunoblot PVDF membranes, Bio-Rad). Membranes were stained 
with primary antibodies against IRF4 (Cell Signaling, #4964), AhR (Enzo Life Science, BML- 
SA210), Blimp-1 (NovusBio, clone 3H2-E8), MafB (NovusBio, NBP1-81342), hsp70 (Enzo 
Life Science, clone C92F3A-5) or actin (Millipore, clone C4), followed by HRP-conjugated 
secondary antibodies (Jackson Immunoresearch). Some membranes were incubated with "Re- 
blot Plus" buffer (Millipore). 
Cytokine secretion. Cells (2.5´104 cells/well) were incubated during 24 hours in Yssel medium 
in the presence or absence of 1 mg/mL R848 (Invivogen), 1 mg/mL dimerized CD40-ligand 
(Alexis) and 100 mg/mL Uric Acid (Invivogen). Supernatants were collected and kept at -20°C. 
Cytokine secretion was assessed by CBA (BD Biosciences) or ELISA (for IL-23, eBioscience). 
Fluorescent in situ hybridization coupled to flow cytometry. Purified monocytes were kept on 
ice or cultured during 3 hours in the presence or absence of M-CSF, IL-4, TNF-a or 62 pM 
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FICZ. Dead cells were identified using LIVE/DEAD fixable Aqua dye (Thermo Fischer 
Scientific). Cells were analyzed using PrimeFlow RNA Assay (eBioscience) according to the 
manufacturer’s protocol with Alexa647-IRF4 and Alexa488-MAFB probes. Cells were analyzed 
on a FACS Verse instrument (BD Biosciences). 
shRNA interference. shRNA (all from Sigma) against IRF4 (sh1: NM_002460- 
TRCN0000014764, sh2: NM_002460-TRCN0000014767), AHR (sh1: NM_001621- 
TRCN0000021254, sh2: NM_001621-TRCN0000021256), MAFB (sh1: NM_005461- 
TRCN0000017680, sh2: NM_005461-TRCN0000017681), PRDM1 (sh1: NM_001198- 
TRCN0000013608, sh2: NM_001198-TRCN0000013609) or nontargeting control shRNA 
(MISSION shRNA SHC002) were in the LKO.1-puro vector (Sigma). Viral particles were 
produced by transfection of 293FT cells in 6-well plates with 3 µg DNA and 8 µl TransIT-293 
(Mirus Bio) per well: for VSV-G pseudotyped SIVmac VLPs, 0.4 µg CMV-VSVG and 2.6 µg 
pSIV3+; for shRNA vectors, 0.4 µg CMV-VSV-G, 1 µg psPAX2 and 1.6 µg LKO1puro-derived 
shRNA vector. One day after 293FT cells transfection, culture medium was replaced by fresh 
medium. Viral supernatants were harvested 1 day later and filtered through 0.45 µm filters. 
Freshly isolated CD14+ monocytes were infected with viral particles containing the control 
vector or individual shRNA vectors, and cultured as above. Puromycin (InvivoGen) was added 2 
days later (2 µg/mL). At day 5, cells were harvested for analysis. 
PCR. Cells were harvested and lysed in RLT buffer (Qiagen). RNA extraction was carried out 
using the RNAeasy micro kit (Qiagen) according to manufacturer’s instructions. Total RNA was 
retro-transcribed using the superscript II polymerase (Invitrogen), in combination with random 
hexamers, oligo dT and dNTPs (Promega). Transcripts were quantified by real time PCR on a 
480 LightCycler instrument (Roche). Reactions were carried out in 10 µL, using a master mix 
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(Eurogentec), with the following Taqman Assays primers (Thermo Fisher Scientific): B2M 
(Hs99999907_m1), RPL34 (Hs00241560_m1), HPRT1 (Hs02800695_m1), IRF4 
(Hs01056533_m1), CYP1A1 (Hs01054797_g1), MAFB (Hs00271378_s1), PRMD1 
(Hs00153357_m1). Cp from each analyte were obtained using the second derivative maximum 
method, and the transcripts were quantified as fold changes in comparison to the mean of the 
three housekeeping genes (B2M, HPRT1 and RPL34). 
Analysis of mouse skin cells. Skin cells were isolated from ear skin. Ears were split into ventral 
and dorsal parts, and incubated overnight at 4°C in PBS containing 2.5 mg/mL dispase II 
(Roche). Ears were then cut into small pieces using scalpels, and incubated for 90 min at 37°C in 
RPMI-Glutamax medium containing 0.5 mg/mL DNAse (Roche) and 1 mg/mL collagenase 4 
(Roche). Cell suspensions were filtered through a 40 µm cell strainer and washed in PBS 
containing 2% Fetal Calf Serum and 2mM EDTA. Cells were stained with FITC anti-Ly6C (BD 
Biosciences, clone AL-21), PE anti-CCR2 (R&D Biotechne, clone 475301), PeCy5 anti-CD24 
(Biolegend, clone M1/69), PerCPCy5.5 anti-CD45 (eBioscience, clone 30-F11), PeCy7 anti- 
CD11b (BD Biosciences, clone M1/70), Alexa647 anti-CD64 (BD Biosciences, clone X54- 
5/7.1), Alexa700 anti-IAb (eBioscience, clone M5/114.15.2), APCCy7 anti-CD45R (clone RA3- 
6B2), APCCy7 anti-NK1.1 (clone PK136), APCCy7 anti-CD3 (clone 145-2C11), APCCy7 anti- 
Ly6G (clone 1a8) (all from Biolegend). Cells were analysed on a LSR II instrument (BD 
Biosciences). 
Analysis of mouse peritoneal cells. Peritoneal lavage was obtained after injection of 5 mL of 
PBS into the peritoneal space of sacrificed mice. Cell suspensions were filtered through a 40 µm 
cell strainer and washed in PBS containing 2% Fetal Calf Serum and 2mM EDTA. Cells were 
stained with FITC anti-ICAM2 (Biolegend, clone MIC2/4), PE anti-CD226 (Biolegend, clone 
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10E5), APC anti-CD115 (eBioscience, clone AFS98), PerCPCy5.5 anti CD11b (BD Biosciences, 
clone M1/70), APCCy7 anti-MHCII (Biolegend, clone M5/114.15.2) and PeCy7 anti-MerTK 
(eBioscience, clone DS5MMER) or PeCy7 isotype control. Cells were analyzed on a FACS 
Verse instrument (BD Biosciences) or sorted on an Astrios cell sorter (Beckman Coulter). 
Analysis of mouse spleen cells. Mouse spleens were cut into small pieces using scalpels, and 
incubated for 30 min at room temperature in RPMI-Glutamax medium containing 0.5 mg/mL 
DNAse (Roche) and 1 mg/mL collagenase 4 (Roche). Cell suspensions were filtered through a 
40 µm cell strainer and washed in PBS containing 2% Fetal Calf Serum and 2mM EDTA. Red 
blood cells were lyzed using Reb Blood Cells Lysis Buffer (Sigma). Cells were stained with 
FITC anti-CD8a (BD Biosciences, clone 53-6.7), PE anti-CD3 (BD Biosciences, clone 145- 
2C11) and anti-CD19 (BD Biosciences, clone 1D3), PerCPCy5.5 anti-CD11b (BD Biosciences, 
clone M1/70), PeCy anti-CD11c (BD Biosciences, clone N418), APC anti-Ly6C (BD 
Biosciences, clone AL-21), APC-Cy7 anti-IAb (Biolegend, clone M5/114.15.2). Cells were 
analysed on a FACS Verse instrument (BD Biosciences). 
QUANTIFICATION AND STATISTICAL ANALYSIS 
 
Statistical analysis. Wilcoxon matched paired test (fig.1, 2, 3, 4, 5, S1, S5), Mann-Whitney test 
(fig. S7) and unpaired t-test (fig. 6 and S6) were performed using Prism (GraphPad Software). 
Statistical details for each experiment can be found in the corresponding figure legend. N 
corresponds to the number of individual donors or the number of individual mice analyzed. 
DATA AND SOFTWARE AVAILABILITY 
 
The Affymetrix data has been deposited in GEO (Accession number XXX). The sequencing data 
from single-cell RNA-seq has been deposited in GEO (Accession number XXX). 
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Fig.S1 related to Fig.1. Characterisation of the monocyte differentiation model. (A-D) CD14+ monocytes 
isolated by positive selection using magnetic beads were cultured with IL-34, IL-4 and TNF-a for 5 days. (A) Sorted 
CD1a+ and CD16+ cells were analyzed after cytospin and Giemsa and May-Grünwald staining. Bar=10 mm. 
Representative of 3 independent experiments. (B) Cell-sorted CD1a+ and CD16+ cells were cultured with allogeneic 
naive CD4 T cells for 6 days and CD4 T cell proliferation was assessed by flow cytometry. Mean +/ - SEM of 5 
independent experiments. (C) Cell-sorted DC (CD1a+ cells) and macrophages (CD16+ cells) were cultured for 24 
hours with or without dimerized CD40-L. IL-23 secretion was analyzed by ELISA and IL-6 secretion by CBA. 
Each symbol represents an individual donor (n=12). (D) Cells were analyzed by flow cytometry. Grey shaded 
histograms represent isotype control stainings. Representative of 6 independent experiments. (E) Blood CD14 + 
monocytes were isolated by cell sorting and cultured with M-CSF, IL-4 and TNF-a for 5 days. Representative of 5 
independent experiments. (F) Blood CD16+ monocytes were isolated using magnetic beads and cultured with M- 
CSF, IL-4 and TNF-a for 5 days. Percentage of viable cells at the end of the culture is shown (n=3). Cells were 
analyzed by flow cytometry for CD16 and CD1a expression. Representative of 3 independent experiments. (G) 
CD14+ monocytes were cultured with GM-CSF and IL-4 or M-CSF, IL-4 and TNF-a for 5 days. Representative of 
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10 independent experiments. (H) CD14+ monocytes were cultured with GM-CSF, IL-4 and TNF-a for 5 days. Cells 
were analyzed by flow cytometry. Grey shaded histograms represent isotype control stainings. Representative of 6 
independent experiments. (I) CD14+ monocytes were cultured for 5 days with MCSF, IL-4 and TNF-a, or IL-34, 
IL-4 and TNF-a, or GM-CSF and IL-4. Cell-sorted DC were cultured for 24 hours with or without R848 and uric 
acid crystals (UA). Cytokine secretion was analyzed by CBA. Each symbol represents an individual donor (n=9). 
**p<0.01. (J) Cell-sorted CD1a-CD16- cells, mo-DC and mo-Mac were re-cultured with MCSF, IL-4 and TNF-a, 
and analyzed by flow cytometry after 2 or 5 days. Percentage of viable cells is shown (n=8). Grey shaded histograms 
represent isotype control stainings. Representative of 8 independent experiments. 
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Fig.S2 related to Fig.2. Analysis of monocyte-derived cells. (A-B) Transcriptomic analysis. mRNA expression 
from Affymetrix data (arbitrary units) for selected phenotypic markers (A) and candidate transcription factors (B). 
Each symbol represents an individual donor. (C-D) Monocytes were infected at day 0 with lentivirus containing sh 
RNA against IRF4 (C) or MAFB (D), or control sh RNA. After 5 days of culture, cells were analyzed by flow 
cytometry. Cells were gated as mo-DC (CD16- CD1a+), CD16-CD1a- cells or mo-Mac (CD16+ CD1a-). Grey shaded 
histograms represent isotype control stainings. Representative of 5 independent experiments. 
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Fig.S3 related to Fig.3. Single-cell RNA-seq analysis of monocytes. (A-C) Purified CD14+ monocytes isolated 
by positive selection using magnetic beads were analyzed by single-cell RNA-seq using a drop-seq approach. (A) 
Purity of monocytes was assessed by flow cytometry. (B) tSNE analysis of individual cells for donor 2. Colors 
represents unbiased clustering from graph-based clustering. Each dot represents an individual cell (n=429 total cells, 
n=306 cells for CD16- cells only). (C) Heatmap of scaled expression of top enriched genes for the two clusters. 
(D-E) Cell-sorted monocyte and DC populations from blood were analyzed by single-cell RNA-seq using a Smart-
seq2 approach (Villani et al., 2017). (D) Heatmap of scaled expression of signature genes for mo-DC and mo-Mac. 
Heatmap color scheme is based on z-score distribution from -2.5 (yellow) to 2.5 (purple). (E) Heat map of scaled 
expression for selected genes. Heatmap color scheme is based on z-score distribution from -2.5 (yellow) to 2.5 
(purple). 
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Fig.S4 related to Fig.4. AHR inhibition or activation does not alter cell phenotype. CD14+ monocytes were 
cultured with MCSF, IL-4 and TNF-a for 5 days, in the presence of 8 mM SR1 (A and C) or 62 nM FICZ (B and 
C). Cell populations were analyzed by flow cytometry. Grey shaded histograms represent isotype control stainings. 
Representative of 6 independent experiments. 
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Fig.S5 related to Fig.4. AHR synergizes with IL-4 and TNFa to induce mo-DC differentiation. (A) Purified 
blood CD14+ monocytes were analyzed directly after isolation, or were cultured for 3h in medium alone or with 
various combinations of MCSF, IL-4, TNF-a, FICZ or SR1. Relative expression of IRF4, MAFB and CYP1A1 were 
measured by RT-qPCR. Each symbol represents an individual donor (n=6). (B) Monocytes were cultured for 5 days 
with 100 ng/mL MCSF, 5 ng/mL TNF-a and various concentrations of IL-4. Proportions of DC and macrophages 
at day 5 are shown. Each symbol represents an individual donor (n=6). (C) Monocytes were cultured for 5 days with 
100 ng/mL MCSF, 40 ng/mL IL-4 and various concentrations of TNF-a. Proportions of DC and macrophages at 
day 5 are shown. Each symbol represents an individual donor (n=9). (D) Monocytes were cultured for 5 days with 
100 ng/mL MCSF, 40 ng/mL IL-4 and various concentrations of FICZ in the presence or absence of 5 ng/mL TNFa. 
Proportions of DC and macrophages at day 5 are shown. Each symbol represents an individual donor (n=8). 
*p<0.05; **p<0.01; ***p<0.001. 
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Fig.S6 related to Fig.6. Analysis of mouse monocyte-derived cells. (A) mRNA expression from Affymetrix data 
(arbitrary units) for AhR, Irf4, Mafb and Cd226. Each symbol represents an individual data set. Microarray data 
from ((Tamoutounour et al., 2013), GEO accession code GSE49358). (B-C) Ear skin from individual mice was 
dissociated and digested to prepare single-cell suspensions for flow cytometry analysis. (B) Gating strategy for skin 
monocyte-derived cells. Live cells are gated on CD45+ cells, then on CD3-NK1.1-CD19-Ly6G- cells (lineage- cells), 
then on CD24-CD11b+ cells. (C) Gating strategy for DC skin subsets. Lineage - cells are gated on MHC II+ cells. 
Langerhans cells (LC) are CD24-CD11b+, CD11b- DC are CD24+CD11b- and CD11b+ DC are CD24-CD11b+ Ly6C- 
CD64-. Proportions of Langerhans cells, CD11b+ DC and CD11b- DC among lineage-MHC II+ cells are shown. 
Each symbol represents an individual mouse (n=9 in 2 independent experiments). (D) Proportions of Ly6C + and 
Ly6C- cells among spleen monocytes of AhR-/- or WT littermates. Each symbol represents an individual mouse (n=9 
in 2 independent experiments). (E) Peritoneal MHC II+ ICAM2-CD226+ cells and MHC II-ICAM2+ cells were 
analyzed by flow cytometry for the expression of MerTK. Grey shaded histograms represent isotype control 
stainings. Results representative of 9 individual mice in 3 independent experiments. 
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Fig.S7 related to Fig.7. Analysis of gene expression in leprosy lesions. (A) Gene set enrichment plot for gene 
signatures of interest. (B) Gene expression of selected genes from Affymetrix micro-arrays. Each symbol represents 
an individual donor. *p<0.05, **p<0.01, ***p<0.001. 
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KEY RESOURCES TABLE 
 
REAGENT or RESOURCE SOURCE IDENTIFIER 
Antibodies 
anti-CD1a APC human (clone HI149) Biolegend Cat: #300110 
anti-CD1a APC-Vio770 human (clone HI149) Miltenyi Cat: #130-100-225 
anti-CD1a PE-Vio770 human (clone HI149) Miltenyi Cat: #130-105-527 
anti-CD16 FITC human (clone 3G8) Biolegend Cat: #302006 
anti-CD16 APC human (clone 3G8) Biolegend Cat: #302012 
anti-HLA-DR APC-eFluor780 human (clone LN3) eBioscience Cat: #47-9956-42 
anti-CD11c Pe/Cy7 human (clone Bu15) Biolegend Cat: #337216 
anti-CD1c PerCP-eFluor710 human (clone L161) eBioscience Cat: #46-0015-42 
anti-CD1c APC human (clone L161) Biolegend Cat: #331524 
anti-CD11b PE mouse/human (clone M1/70) BD Biosciences Cat: #553311 
anti-FceRI PE human (clone AER-37) eBioscience Cat: #12-5899-42 
anti-CD163 PE human (clone GHI/61) Biolegend Cat: #333605 
anti-CD206 Alexa647 human (clone 15-2) Biolegend Cat: #321116 
anti-CD226 APC human (clone DX11) Miltenyi Cat: #130-100-436 
anti-MerTK APC human (clone 125518) R&D Biotechne Cat: #FAB8912A 
anti-CD141 PE human (clone AD5-14H12) Miltenyi Cat: #130-090-514 
anti-CD88 PE human (clone S5/1) Biolegend Cat: #344303 
anti-CD1b APC human (clone eBioSN13) eBioscience Cat: #17-0018-42 
anti-CD64 PE human (clone 10.1) Biolegend Cat: #305007 
anti-CD14 PE human (clone M5E2) BD Biosciences Cat: #301806 
anti-CD172a biotin human (clone SE5A5) Biolegend Cat: #323804 
Rabbit polyclonal Anti-AhR Enzo Life Science Cat: #BML-SA210 
Rabbit polyclonal Anti-IRF4 Cell Signaling Cat: #4964 
Mouse monoclonal Anti-Blimp1 (clone 3H2-E8) NovusBio Cat: #ZOoBB8cbm!
Rabbit polyclonal Anti-MAFB NovusBio Cat: #NBP1-81342 
anti-ICAM2 FITC mouse (clone MIC2/4) Biolegend Cat: #105606 
anti-CD226 PE mouse (clone 10E5) Biolegend Cat: #128806 
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anti-CD115 APC mouse (clone AFS98) eBioscience Cat: #17-1152-82 
anti CD11b PerCPCy5.5 mouse (clone M1/70) BD Biosciences Cat: #550993 
anti-MHCII APCCy7 mouse (clone M5/114.15.2) Biolegend Cat: #107628 
anti-MerTK PeCy7 mouse (clone DS5MMER) eBioscience Cat: #25-5751-80 
anti-Ly6C FITC mouse (clone AL-21) BD Biosciences Cat: #553104 
anti-CCR2 PE mouse (clone 475301) R&D Biotechne Cat: #FAB5538P 
anti-CD24 PeCy5 mouse (clone M1/69) Biolegend Cat: #101811 
anti-CD45 PerCPCy5.5 mouse (clone 30-F11) eBioscience Cat: #45-0451-82 
anti-CD11b PeCy7 mouse/human (clone M1/70) BD Biosciences Cat: #552850 
anti-CD64 Alexa647 mouse (clone X54-5/7.1) BD Biosciences Cat: #558539 
anti-IAb Alexa700 mouse (clone M5/114.15.2) eBioscience Cat: #56-5321-82 
anti-CD45R APCCy7 mouse (clone RA3-6B2) Biolegend Cat: #103224 
anti-NK1.1 APCCy7 mouse (clone PK136) Biolegend Cat: #108724 
anti-CD3 APCCy7 mouse (clone 145-2C11) Biolegend Cat: #100330 
anti-Ly6G APCCy7 mouse (clone 1a8) Biolegend Cat: #127624 
Chemicals, Peptides, and Recombinant Proteins 
Stemregenin-1 Cayman chemicals SSY261 
6-Formylindolo(3,2-b)carbazole Enzo Life Sciences BML-GR206-0100 
Critical Commercial Assays 
PrimeFlow RNA Assay eBioscience Cat: # 88-18005-210 
RNAeasy micro kit Qiagen Cat: #74004 
Deposited Data 
Affymetrix data GEO GSE102046 
Single-cell RNA-seq data GEO GSE103544 
Experimental Models: Cell Lines 
Experimental Models: Organisms/Strains 
Mouse: B6.129-Ahrtm1Gonz/Nci {Fernandez-Salguero, 
1995 #981} 
RRID:IMSR_NCIMR: 
01XC3 
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Oligonucleotides 
Primer IRF4 Thermo Fisher 
Scientific 
Hs01056533_m1 
Primer CYP1A1 Thermo Fisher 
Scientific 
Hs01054797_g1 
Primer MAFB Thermo Fisher 
Scientific 
Hs00271378_s1 
Primer PRDM1 Thermo Fisher 
Scientific 
Hs00153357_m1 
Recombinant DNA 
Software and Algorithms 
Cell Ranger Single Cell Software Suite (v1.3.1) (Zheng et al., 2017) https://support.10xge 
nomics.com/single- 
cell-gene- 
expression/software/ 
pipelines/latest/rkit 
Seurat package (v1.4.0.14) (Satija et al., 2015) https://github.com/sa 
tijalab/seurat 
Ade4 package (Chessel et al., 2004) http://pbil.univ- 
lyon1.fr/ade4/ 
EMA package (Servant et al., 2010) http://bioinfo- 
out.curie.fr/projects/e 
ma/ 
ArrayQualityMetrics package (Kauffmann et al., 
2009) 
https://bioconductor. 
org/packages/releas 
e/bioc/html/arrayQua 
lityMetrics.html 
oligo package (Carvalho and Irizarry, 
2010) 
https://www.biocond 
uctor.org/packages/r 
elease/bioc/html/olig 
o.html 
limma package (Smyth, 2004) https://bioconductor. 
org/packages/releas 
e/bioc/html/limma.ht 
ml 
FlowJo (v.9.9.5) FlowJo LLC https://www.flowjo.c
o m/ 
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Abstract 
When entering tissues, monocytes can differentiate into cells that share morphological and 
functional features with either dendritic cells (DC) or macrophages. Monocyte-derived DC have 
been observed in humans at mucosal tissues and in inflammatory settings, where they are usually 
referred to as « inflammatory DC ». In this chapter, we review recent studies on the 
characterization of these cells in humans. We also discuss nomenclature and examine the criteria 
defining in vivo-differentiated human mo-DC.  
 
Keywords : monocyte ; dendritic cell; inflammation ; auto-immune disease ; cancer 
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1. Introduction 
Monocytes have long been used as precursor cells for the in vitro generation of human 
dendritic cells (DC) [1]. However, it has become clear that, in vivo, most DC derive from a 
specific precursor, termed pre-DC, distinct from monocytes [2-8]. The physiological relevance of 
monocytes as DC precursors was demonstrated in the mouse in a Leishmania infection model in 
which monocytes could differentiate in vivo into cells that shared phenotypic and functional 
features with DC [9]. Numerous subsequent studies in mice have shown that DC can differentiate 
in vivo from monocytes in various inflammatory settings, including infections and models of 
auto-immune diseases [10, 11]. Because they arise during inflammation, these in vivo-
differentiated monocyte-derived DC (mo-DC) were initially termed « inflammatory DC ». 
However, this term can be misleading as it implies that mo-DC are « inflammatory » by essence. 
Yet, mo-DC can be found in mice in the absence of inflammation at mucosal sites, such as the 
intestine and the skin [12-14], and in skeletal muscles [15].  
In the classification of DC lineages based on ontogeny [16], mo-DC represent a separate 
DC subset. Importantly, monocytes can also differentiate into macrophages, which are distinct 
from “resident” macrophages derived from embryonic precursors [17] (figure 1). Whether mo-
DC are fundamentally distinct from monocyte-derived macrophages (mo-Mac), and how to 
distinguish these two populations has been controversial. In this chapter, we will cover in vivo-
differentiated human mo-DC, both generated in the steady-state (referred to as « steady-state mo-
DC ») and arising during inflammation (referred to as « inflammatory mo-DC »). We will also 
discuss recent data on the molecular requirements for mo-DC versus mo-Mac differentiation.  
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2. Definition of human in vivo-differentiated mo-DC 
2.1 Identification of human inflammatory mo-DC 
« Inflammatory dendritic epidermal cells » (IDEC) were first described in the skin of 
atopic dermatitis patients [18]. These cells were absent from healthy skin and characterized by a 
surface phenotype distinct from that of Langerhans cells. Subsequently, IDEC were also 
identified in the skin of psoriasis patients [19]. Another study reported in the skin of psoriasis 
patients the presence of a population of « inflammatory dermal DC », phenotypically distinct 
from the dermal DC found in healthy skin [20]. Whether these inflammatory DC represented an 
activated form of classical DC or were related to monocytes was not investigated at the time. 
Several lines of evidence suggest that in humans, as in mice, monocytes recruited to 
inflammatory sites can differentiate into DC. Radio-labelled autologous monocytes are recruited 
to the gut in inflammatory bowel disease patients [21] and monocyte numbers are increased in the 
intestine of Crohn’s disease and ulcerative colitis patients compared to healthy donors [22]. 
Influx of monocytes were also observed in cantharidin-induced skin blisters [23], in the 
peritoneum of patients with dialysis-related peritonitis [24] and in the nasal mucosa of subjects 
with induced allergic rhinitis [25]. In the latter study, monocytes were recruited in the nasal 
mucosa within hours after allergen challenge while a new population of DC appeared after 3 
days, consistent with the potential differentiation of monocytes into mo-DC. Moreover, we have 
identified in synovial fluid from rheumatoid arthritis patients and in peritoneal ascites from 
cancer patients a population of « inflammatory DC » with a phenotype different from that of 
classical blood DC [26]. We showed by transcriptomic analysis that these cells represent a 
distinct DC subset and share gene signatures with in vitro-generated monocyte-derived cells, 
supporting the idea that these inflammatory DC are more closely related to monocytes than to 
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classical DC [26, 27]. Finally, mo-DC have been evidenced in human lung and colorectal tumors, 
based on their phenotypic similarity with tumor-associated mo-DC in mice tumor models [28]. 
Collectively, these results support the notion that monocytes recruited to inflammatory 
sites can differentiate in situ into mo-DC in humans.   
 
2.2 Defining features of in vivo-differentiated mo-DC 
DC have been traditionnally defined based on 1) their distinctive morphology, with the 
presence of dendrites; 2) their superior ability to activate naive T cells ; 3) their capacity to 
migrate to lymph nodes. In addition, distinct DC subtypes can be defined based on their ontogeny 
and their requirement for distinct transcription factors [16]. However, because these properties 
can be difficult to investigate in humans, most studies rely on the differential expression of 
phenotypic markers to distinguish DC from other myeloid cells, and DC subsets from one 
another.  
 Human inflammatory mo-DC are HLA-DR+CD11c+ cells that express markers found on 
classical DC such as CD1c, CD1a, CD1b, FceRI, as well as molecules that are also expressed by 
macrophages including CD206, CD14 and CD11b [19, 25, 26, 28, 29]. By contrast, they lack the 
macrophage markers CD16 and CD163 [26] [28]. Inflammatory mo-DC can also be distinguished 
from macrophages by their morphology (figure 2) and their capacity to stimulate T cell 
proliferation [20, 26].  
 
2.3 Molecular ontogeny of mo-DC  
The relationship of mo-DC to monocytes is suggested by their expression of CCR2, a 
chemokine receptor essential for monocyte recruitment into peripheral tissues [30]. However, this 
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is not an absolute marker of monocyte-derived cells, as a CCR2+ DC population from mouse 
intestine has been shown to derive from pre-DC [31]. 
The ontogeny of human DC is usually inferred from the analysis of gene patterns and 
specific transcription factors, but can also be analyzed using in vitro differentiation models [6, 7, 
16]. Inflammatory mo-DC from ascites express a unique combination of transcription factors that 
are either shared with classical DC (IRF4, BATF3, ZBTB46) or with macrophages (EGR1, 
EGR2), but they do not express MAFB which is restricted to macrophages [26]. Using a novel 
model of human monocyte differentiation, we have recently shown that MAFB controls 
monocyte differentiation into mo-Mac, while IRF4, BLIMP-1 and Aryl Hydrocarbon Receptor 
(AHR) are essential for monocyte differentiation into mo-DC [27]. Moreover, patients suffering 
from systemic juvenile idiopathic arthritis underexpress AHR in their monocytes, which are 
biaised towards mo-Mac differentiation [32].  
Precursors of human classical DC have been shown to be pre-committed to either lineage 
at an early stage [8]. By contrast, single-cell RNA-seq analysis of human CD14+ monocytes has 
revealed that monocytes do not contain two populations that would be pre-committed to 
differentiate into mo-DC versus mo-Mac [27]. Rather, blood CD14+ monocytes are programmed 
to spontaneously differentiate into blood CD16+ monocytes [33], unless they extravasate into 
tissues. Monocytes express a partial mo-Mac gene signature, suggesting they may possess in 
tissues a default differentiation pathway into macrophages unless they encounter specific cues, 
such as inflammatory cytokines and AHR ligands [27]. Because their differentiation is governed 
by distinct transcription factors, mo-DC and mo-Mac do not represent variations of a highly 
plastic cell population as previously proposed [16], but rather are bona fide cell lineages derived 
from monocytes (figure 3). 
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2.4 Slan-DC  
CD16+ cells that express a 6-sulfo LacNAc modification of the P selectin glycoprotein 
ligand 1 (PSGL-1) have been termed « slan-DC » and proposed to represent an inflammatory 
subtype of DC based on their capacity to produce large amounts of TNF-a upon stimulation [34].  
These cells were initially described in the blood, but can also be found in tissues such as the skin 
of psoriasis patients [35], tumor-draining lymph nodes [36], intestinal lamina propria [37], 
mesenteric lymph nodes and intestinal mucosa of Crohn’s disease patients [38], renal carcinoma 
[39], tonsil [36] and brain lesions of patients with multiple sclerosis [40]. Comparative 
transcriptomic analysis identified slan-DC as a subset of CD16+ monocytes [41, 42] and showed 
that they are distinct from the DC lineage [43]. These results are further supported by functional 
analysis showing that slan-DC are poor antigen-presenting cells compared to classical DC [41, 
43]. In addition, slan-DC do not express CCR7 [39] and exhibit a macrophage morphology in 
tissues [37]. These observations suggest that slan-DC may be a specialized monocyte subset 
rather than mo-DC.  
 
2.5 A practical key to identify human mo-DC from biological samples 
 Most studies rely on a small number of surface markers to distinguish cell populations. 
Because macrophages, monocytes, mo-DC and classical DC subsets display overlapping 
phenotypes, identifying these different populations in biological samples can be challenging. 
Based on the results discussed above, we propose that several categories of criteria should be 
combined for identifying human in vivo-differentiated mo-DC :  
1) Phenotype. Mo-DC are HLA-DR+CD11c+CD14intCD206+CD1c+ cells. Additional useful 
markers to distinguish them from other myeloid cells are shown in Table 1.  
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2) DC Function. Mo-DC possess typical DC functions, including the ability to efficiently 
stimulate naive T cells and the capacity to express CCR7 (potentially enabling their migration to 
lymph nodes). 
3) DC morphology. Mo-DC display a typical DC morphology : they are of small size, possess 
dendrites and lack large cytoplasmic vacuoles (as opposed to macrophages) (figure 2). 
4) Ontogeny. Mo-DC derive from monocytes, which can be assessed by analyzing gene 
signatures or the expression of CCR2. Mo-DC can be distinguished from mo-Mac by the 
expression of specific transcription factors such as IRF4 and AHR, and the absence of MAFB 
expression. 
 
3. Distribution of human mo-DC  
3.1 Human steady-state mo-DC in mucosal tissues  
Several studies have analyzed the composition of myeloid cells at mucosal sites, including 
cells displaying the phenotype of mo-DC. Lungs of healthy donors comprise a population of 
CD14+CD206+CD1c+CD1a+ cells that express IRF4 [44]. CD14+CD206+CD1c+CD163- cells are 
also present in the broncho-alveolar lavage (BAL) of healthy volunteers and express IRF4 and 
CCR2 [45]. Another study reported the presence of CD14+CD1c+CD1a+ DC in the BAL of 
healthy volunteers and showed that these cells can upregulate CCR7 [46]. In addition, 
transcriptomic analysis indicated that this population overexpresses CCR2, CD206 and CD11b 
[46]. These results suggest that mo-DC are present in human lungs at the steady-state. 
 CD14lowCD206+CD1c+CD1a+FceRI+CD11b+ cells can also be found in the peritoneum as 
shown through the analysis of dialysate of patients, with or without dialysis-induced peritonitis 
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[24]. These cells express CCR2, IRF4 and upregulate CCR7 upon activation [24], suggesting 
they are mo-DC .  
Three main DC populations were identified in the small intestine, including a CD1c+ 
CD11b+ population that was increased in patients with hyperemic mucosa (i.e. with increased 
redness and blood flow, consistent with inflammation) [47]. The transcriptomic signature of this 
population was closer to blood monocytes than to classical blood DC, suggesting they are mo-
DC.  
Finally, whether mo-DC are present in human skin in the steady-state remains unclear. 
Dermal CD14+ DC were initially proposed to be mo-DC based on their reconstitution by donor-
derived cells after hematopoietic stem cell transplantation and on their transcriptional proximity 
with blood monocytes [48, 49]. However, this population may be heterogeneous and a large 
proportion of them have been shown to be actually monocyte-derived macrophages [50].  
 
3.2 Human mo-DC in cancer 
Several studies in mouse models have shown that circulating monocytes are recruited to 
tumors and can differentiate at the tumor site [51-53]. It is therefore likely that human tumors 
contain inflammatory mo-DC within the myeloid infiltrate, but this question has been little 
studied. Tumor-associated mo-DC have been identified based on their phenotype in lung and 
colorectal tumors [28]. CD14+CD1c+ cells, which may be mo-DC, have also been observed by 
histology in melanoma skin lesions and colon metastasis [54]. Finally, a single-cell analysis of 
lung adenocarcinoma has evidenced that some CD1c+ DC express monocyte/macrophage 
markers (CD14, CCR2, CD206, CD64, CD11b), which could indicate the presence of a 
population of mo-DC [55] . 
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3.3 Human mo-DC in blood 
 Human mo-DC have been identified in a variety of tissues (Table 2), but whether 
circulating mo-DC are present in the blood remains unclear. Blood CD14+CD1c+CD11b+ cells 
have been described, but these cells do not express CD206 nor CD1a [54]. This population is 
elevated in the blood of melanoma patients compared to healthy donors. Comparative 
transcriptomic analysis showed that this population is closely related to monocytes, but whether 
they are a subpopulation of monocytes or bona fide mo-DC requires further investigation.  
In addition, single-cell RNA-seq analysis showed that blood CD1c+ DC comprise two 
distinct subgroups, one of which was termed « inflammatory » [5]. These « inflammatory » 
CD1c+ DC express mRNA for CD14, but not the protein at the cell surface. They can be 
separated from the other CD1c+ DC subgroup by their differential expression of CD163 and 
CD36. Despite being termed « inflammatory », these cells are transcriptionnally closer to 
classical DC rather than to monocytes, and are most likely derived from pre-DC. The properties 
of these two CD1c+ DC populations remain to be characterized.  
 
4. Functional properties of in vivo-differentiated mo-DC 
Due to the difficulty of isolating human mo-DC directly from biological samples, there is 
limited data on their functional properties. Human mo-DC efficiently activate CD4 and CD8 T 
cells in ex vivo assays [20, 24, 26]. Peritoneal mo-DC secrete IL-6, TNF-a, IL1-b and IL-12p70 
upon ex vivo restimulation [24].  Mo-DC from BAL also secrete TNF-a upon restimulation, but 
their ability to secrete other cytokines was not reported [45]. By contrast, inflammatory mo-DC 
from tumor ascites secrete IL-6, TNF-a, IL1-b without the need for ex vivo restimulation, 
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suggesting they are already activated in situ by the inflammatory environment [26]. Ascites mo-
DC, but not macrophages, also secrete IL-12p70 and IL-23 upon ex vivo restimulation [26].  
Consistent with their ability to produce IL-23, inflammatory mo-DC from tumor ascites 
and from synovial fluid from rheumatoid arthritis patients are potent inducers of Th17 
polarization ex vivo [26]. Inflammatory mo-DC from the skin of psoriasis patients also induce 
Th17 polarization ex vivo [20]. Because Th17 cells play a major role in tissue damage in these 
diseases, these results suggest that inflammatory mo-DC could be invoved in the pathogenesis by 
fueling the inflammation. Nevertheless, the properties of inflammatory mo-DC will likely be 
influenced by their micro-environment, and their T cell-polarizing ability may be different in a 
Th1- or Th2-driven pathology.  
 
Conclusion and perspectives 
The literature discussed in this chapter indicates that mo-DC are present in vivo in humans and 
represent a bona fide DC subset. Recent technical advances, such as single-cell transcriptomic 
analysis, may reveal mo-DC populations in additionnal tissues or pathological situations. A major 
challenge is to better understand their functional properties and potential role in the 
physiopathology of inflammatory disorders or cancer. This would pave the way for manipulating 
mo-DC differentiation or function for therapeutic intervention.  
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Figure legends 
 
 
Figure 1. Ontogeny of macrophages and dendritic cells. Macrophages and dendritic cells (DC) 
populations can be divided into two categories based on their ontogeny: derived from monocytes 
or from dedicated precursors.  
 
 
 
 
 
 
 
 
Figure 2. Morphology of human DC versus macrophages. DC and macrophages from the 
synovial fluid of rheumatoid arthritis patients were isolated and their morphology analyzed after 
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cytospin and Giemsa/May-Grünwald staining. Typical DC morphology includes a small size, the 
presence of dendrites and the lack of internal vacuoles. Bar = 10 mm. 
 
 
 
 
 
 
 
 
Figure 3. Molecular ontegeny of monocyte-derived cells. In response to external signals 
(cytokines and AHR ligands), monocytes differentiate either into macrophages or dendritic cells. 
Transcription factors governing these two pathways are shown.  
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Table 1. Phenotypic markers for classical DC, mo-DC, monocytes and macrophages. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Surface 
markers 
cDC1 cDC2 Macrophage mo-DC CD14+ 
monocytes 
Slan-
DC 
HLA-
DR 
+ + + + + + 
CD11c + + + + + + 
CD1c - + - + - - 
CD1a - Tissue-
dependent 
- + - - 
CD1b - Tissue-
dependent 
- + - - 
CD141 + low low + - - 
CD14 - - + intermediate + - 
CD16 - - Tissue-
dependent 
- -/low + 
CD206 - Tissue-
dependent 
+ + - - 
Clec9A + - - - - - 
CD163 - - Tissue-
dependent 
- - - 
CD11b - Tissue-
dependent 
+ + + + 
MerTK - - + - - - 
FceRI - Tissue-
dependent 
- + - - 
Slan  
(M-
DC8) 
- - - - - + 
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Table 2. Human tissues in which mo-DC have been identified. 
 
Tissue Condition Reference 
BAL healthy [45] 
BAL healthy [46] 
Colorectal tumor cancer [28] 
Intestine healthy [47] 
Lung healthy [44] 
Lung tumor cancer [28] 
Lung tumor cancer [55] 
Melanoma cancer [54] 
Nasal mucosa allergic rhinitis [25] 
Peritoneum healthy [24] 
Peritoneum peritonitis [24] 
Peritoneum tumor ascites [26] 
Skin atopic dermatitis [18] 
Skin psoriasis [19] 
[20] 
Synovial fluid rheumatoid arthritis [26] 
